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9:00 a. m
CHAI RPERSON PARKER: If 1 could have
everyone take their seats, please. W will be

begi nning this norning's presentati on on NDA 20- 718,
the application is on Integrilin (eptifibatide). I
nmust say that | have personal difficulties pronouncing
the generic nane of this drug, and | guess the
comm ttee, we have already discussed this, if the
commttee wants to refer to this product as Integrilin
that's okay. We generally don't do that, but we
generally don't like to mspronounce the nanes of
drugs either. The sponsor is COR Therapeutics, and
Joan will read the conflict of interest statenent.

EXECUTI VE  SECRETARY  STANDAERT: The
foll owi ng announcenent address the issue of Conflict
of Interest with regard to this neeting, and is nade
a part of the record to preclude even the appearance
of such at this neeting.

Based on the submtted agenda for the
meeting and all financial interests reported by the
commttee participants, it has been determ ned that
all interests and firns regulated by the Center for
Drug Eval uation and Research present no potential for

an appearance of a conflict of interest at this
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nmeeting with the foll ow ng exceptions: Doctors Robert
Califf, Gndy Gines and Udho Thadani are excused from
participating in all matters concerning Integrilin.

In the event that the discussions involve
any ot her products or firnms not already on the agenda,
for which an FDA participant has a financial interest,
the participants are aware of the need to exclude
t hemsel ves from such invol venent and their exclusion
will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address any
current or previous financial involvenrent with any
firmwhose products they m ght wi sh to conment upon.

That concludes the Conflict of Interest
statenent for January 28, 1998.

CHAI RPERSON PARKER: W will now call for
any public comments.

There being none, we'll ask the sponsor to
proceed with their presentation on the evaluation of
Integrilin for use in the setting of percutaneous
transl um nal angi opl asty and acute coronary syndrone.

DOCTOR KI TT:  Good nor ni ng.

Menbers of the Advisory Conmttee, FDA
officials, ladies and gentlenen, ny nanme is Doctor

M chael Kitt, and | am Vice President of dinical
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Research at COR Therapeuti cs.

It is ny pleasure, on behalf of COR to
return to this conmttee to present the clinical study
results of the evaluation of Integrilin, which has the
generic nane of eptifibatide, in the treatnment of
patients with unstable angina, non Q wave mnyocardi al
infarction, and those patients undergoing coronary
angi opl asty.

Many of you on the commttee recall that in
February, 1997, we presented the results of the | MPACT
Il study, as the basis for approval for Integrilin for
the prevention of acute ischemc conplications in
pati ents undergoi ng coronary angi opl asty.

At that neeting, this coomttee voted that
the | MPACT Il study was a positive study, but that as
a single study it was not sufficient for approval.

The FDA subsequently issued an action
letter to COR indicating that a second study in a
simlar indication may add support to the findings of
the IMPACT Il study. W are, therefore, returning to
present the data on this second study of Integrilin,
the PURSU T st udy.

This study, the Jlargest study ever
conducted in patients with unstabl e angi na, non Q wave

myocardi al infarction, denonstrated that Integrilin
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was safe and effective in reducing the incidence of
the irreversible endpoints, the conposite of death and
myocardi al infarction.

W realize that we are presenting data from
two studies in tw different, but overlapping,
clinical settings. As indicated in a passage from a
recent draft guidance docunent from FDA it 1is
reasonabl e to consider these two conditions, these two
studies as a simlar pathophysiol ogic condition, that
is, plaque rupture and thronbus formation, whether
spont aneous, as in the acute coronary syndrone studi ed
in PURSU T, or induced as in the post-angioplasty
studied in |IMACT II. Integrilin reduced the
i nci dence of the severe irreversible and clinically-
relevant outcones, the conposite of death in
myocardi al infarction in both of these studies.

In addition, there is considerable overl ap
in these two studies, as one quarter of the patients
in the PURSU T study underwent coronary angiopl asty,
and over one third of the patients in the | MPACT st udy
presented wi th unstabl e angi na.

It is also inmportant to note that in both
of these studies patient benefit was achieved with
little safety risk, even though the studies were

performed at different dosage |evels.
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W are, therefore, seeking approval for
Integrilin for the prevention of death or nyocardi al
infarction in patients with unstabl e angi na or non @Q
wave nyocardial infarction and as an adjunct to
coronary angioplasty for the prevention of acute
ischem c conplications related to abrupt closure of
the treated coronary vessel

There will be three presentations of data
this norning. Doctor Daniel Getler, Dorector of
Cinical Research at COR Therapeutics, will briefly
present the results of the I MPACT Il study. He w il
t hen present data which provides the rationale for the
dose selection in the PURSU T study.

Doct or Rober t Har ri ngt on, Assi st ant
Prof essor of Medicine at Duke University, and one of
the principal investigators of the PURSU T study, wll
present the primary efficacy and safety results of the
st udy.

Doctor M chael Lincoff, Assistant Professor
of Medicine at the Aeveland dinic Foundation, and a
co-principal investigator of the PURSU T study, wll
present data on patients who underwent percutaneous
revascul arization in the PURSU T study, enphasizing
the considerable overlap between PURSU T and | MPACT
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Finally, I will return to nake sone brief
cl osi ng comment s.

The follow ng consultants are available to
respond to questions fromthe commttee: Doctor Eric
Topol of the develand dinic Foundation, who was the
PURSU T study chairman; Doctor Judith Hochman of
Colunmbia University, a PURSUT Steering Conmttee
menber; and Doctor Kerry Lee from Duke University, who
was the statistician for both the PURSU T and the
| MPACT Il study; finally, Doctor James Tcheng of Duke
Uni versity, a principal investigator of the | MPACT I
study, is also available to respond to questions.

|'d like to invite Doctor Gretler to cone
up to present the results of the I MPACT |1 study.

DOCTOR GRETLER  Good nor ni ng.

Could | have the next set of slides,
pl ease? Thank you.

This presentation wll contain three
t opi cs: first, a brief di scussion of t he
pat hophysi ol ogy of acute coronary syndrones, together
with the pharmacology of GP IIB/Illa inhibition and
how the two relate to each other; second, the
hi ghlights of the I MPACT Il study results; and, third,
the rationale for the dose selection in the PURSU T

st udy.
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My first topic deals with the conmon
pat hophysi ol ogy that exists for unstable angina, non
Q wave nyocardial infarction on the one hand and the
post - angi opl asty state on the other. It also deals
with the GP Ilb/llla conplex as a pharnmacol ogic
target, and lastly, with how the clinical pharnacol ogy
of eptifibatide fits in the therapy of acute coronary
syndr ones.

As you know, acute coronary syndrones are
triggered by the rupture of an atherosclerotic plaque.
This rupture can occur spontaneously, such as in
unstable angina, but it can also occur after an
intracoronary procedure such as PTCA. |In either case,
there is release of thronbogeni c substances, platelet
activation and platel et aggregation.

For this reason, or for these reasons,
agents that inhibit platelet aggregation are being
used in an attenpt to prevent intracoronary
t hr onbosi s.

There are a nunber of agents that are in
devel opment or currently avail able that bl ock one or
nore of the several stimuli and pathways that all |ead
to platel et aggregation, but there is one particularly
attractive pharmacologic target, and that is the

comon -- the final comon step of platelet
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aggregation, the binding of fibrinogen to the GP
I1b/111a conplex.

GP I1b/I11a i nhi bi tors, i ncl udi ng
eptifibatide, inhibit the final obligatory step in the
pat hway of pl atel et aggregation. Eptifibatide is a
small nolecule that has a high affinity and high
selectivity for the receptor. It has characteristics
that are desirable for an acute care drug, nanely, a
very rapid onset of action and a short duration of
action. This accounts for the rapid reversibility of
its effects when it is discontinued, and al so, we have
been unable to detect antibody production against
eptifibatide even after repeat adm nistration to any
gi ven i ndi vi dual .

The I MPACT Il study was the first nmajor
study we conducted with eptifibatide, it was reviewed
one year ago by this commttee and it is described in
nore detail in the briefing book. Briefly, |MPACT I
denonstrated positive efficacy results and a good
safety profile in patients undergoi ng PTCA

| MPACT Il was a large study conducted in
the United States in patients who underwent elective
or urgent PTCA. They all received standard therapy
and they were random zed to one of three possible

groups, placebo, or one of two simlar eptifibatide
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reginments, which both consisted of the sanme 135
m crograns per kil ogram bolus and foll owed by either
0.5 or 0.75 mcrograns per kilogram per mnute
i nfusi on over 24 hours.

Overl ap between this study and the PURSU T
study existed in the patient population, in the
pat hophysi ol ogy of the disease, and in the endpoint in
that the conponents death and myocardial infarction
were present in both studies as a primary endpoint.

This Kaplan Meier curve plots the
occurrence of death, nyocardial infarction or urgent
interventions over 30 days followng PTCA In all our
Kapl an Meier plots, the placebo group will be shown in
the pale orange color here and the two eptifibatide
groups in blue and green. The curves for the two
eptifibatide groups look fairly simlar until about
five days after PTCA. After that, there is a snal
di fference between the two groups. At 30 days, the
primary endpoint, there was a 1.5 and 2.5 absolute
per cent age point reduction in the eptifibatide groups
versus placebo. Thus, there was a reduction in the
primary endpoint in both groups, one of which reached
the protocol specified |evel of statisti cal
significance, and this was obtained in the treated as

random zed popul ati on.

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

13

Thi s 48- hour Kapl an Mei er plot exam nes the
early tinme points. Wuat can be seen on this figure is
that nost of the events occurred early after PTCA. In
fact, 72 percent of all the events had occurred by the
sixth hour after PTCA What is also seen is, as
expected, the full benefit of eptifibatide therapy
occurred very early after the admnistration of the
135 m crogram per kil ogrambolus at the time of PTCA
And, | would also like to point out that the efficacy
for the two eptifibatide reginmens |ooked very simlar
t hroughout this observation peri od.

This is the Kaplan Mier plot for the
irreversible endpoi nt s, deat h and myocar di al
infarction, over six nonths. Six nonths was the |ong-
term followup period that was specified in the
protocol. This figure makes a nunber of points. The
treatnment benefit was maintained for at |east six
nont hs. Also, the efficacy results for the two
eptifibatide reginens are rather simlar over the
entire duration of the follow up. There is the sane
absolute 1.5 percentage point reduction at 48 hours,
30 days and six nonths. O course, this is not
unexpected given the simlarity of the two
eptifibatide reginens.

The safety profile of eptifibatide was very
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good. The incidence of mmjor bleeding, according to
the TIM criteria, was around 4.5 percent in all three
gr oups. | should also point out here that the
i ncidence of transfusions was very simlar in all
t hree groups.

| would now like to turn to the rationale
for the dose selection that was used for I MPACT Il and
PURSUI T.

CHAl RPERSON PARKER:  Can you pause for one
monment and see if the commttee has any comments on
| MPACT 11 ? John, any comrents, John Di Marco, who is
our primary reviewer.

DOCTOR D MARCO | had one question, in the
protocol you had urgent interventions, which included
stent placenent, but | wasn't quite sure, you also
al | owed sone el ective stents during the protocol, even
t hough they were discouraged. Who decided then
whet her the stent was el ective, or urgent, or how they
wer e pl aced?

DOCTOR GRETLER W th your perm ssion, |
would I'ike to call Doctor James Tcheng, who was one of
the principal investigators in the | MPACT Il study, to
answer any questions you mght have on IMPACT Il in
particul ar.

DOCTOR TCHENG Yes, |'m Doctor Janes
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Tcheng from Duke University.

To answer your question, in the protocol,
as part of the conposite endpoint, urgent stent
inplantation for abrupt closure was considered an
endpoi nt .. However, elective stent inplantation was
not .

The adj udi cati on of whether or not it was
an urgent protocol -driven, protocol-endpoint event was
determned by the dinical Events Committee after
review of the data that was provided to them post hoc,
that is, the data was reviewed to determ ne whet her or
not it was considered to be elective or urgent because
of abrupt closure.

DOCTOR D MARCO  And, how many of each were
there, do you renenber? | think it's a small nunber.

DOCTOR TCHENG It is a small nunber, |
bel i eve there was 32 or so were considered as endpoi nt
events, with the mpjority, actually, 130 sone odd
stent inplantations, considered to be as part of the
process of care, if you wll, that is, not an urgent
endpoint type of an event. So, the majority of them
were actually considered to be non-endpoint events.

DOCTOR Di MARCO  Ckay.

And, considering that stent usage has

i ncreased over tinme, did you see a difference in stent
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usage over the course of the protocol and, perhaps,
could you project whether or not the sane proportions
of stents would be placed, or the sane Integrilin and
use woul d occur with current practice where stents are
put in nore w dely?

DOCTOR TCHENG  That woul d be specul ati on.
However, to set the time frame, the IMPACT Il tria
was conducted nostly in 1994, started in the late part
of '93 and ended in the late part of '94, stents were
just being approved in the sunmer of 1994, so it is
true that as the protocol progressed, especially at
the very end, we saw a few nore stents pl aced.

The real answer to your question, |
believe, is we really would have no way of know ng,
with today's practice, because we do not have the
clinical trials experience with Integrilin in the
setting of coronary stent inplantation, especially
el ective coronary stent inplantation to address your
guesti on.

DOCTOR Di MARCO  Ckay.

The ot her question, and | think this cane
up last tinme, was in ternms of the CK drawing. Could
you go over the protocol for CK drawi ng, and, again,
since this is a U S. protocol, many of the patients

"' m sure were di scharged before 24 hours, and so was
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the infusion stopped and then the patient was
i medi ately discharged, or did they have sone post-
infusion draw in all patients?

DOCTOR TCHENG  The protocol specified that
serial CKMBs would be drawn at six, 12 and 24 hours,
if I"'mnot mstaken. The infusions were continued for
20 to 24 hours. The patients were, as you have
al luded to, anbulated frequently alnost imediately
after the termnation of the infusion and then
di scharged hone. Cenerally, the timng of the last CK
draw was at the time that the infusion was
di sconti nued, so, no, there was not another CKMB assay
obtained prior to discharge after the infusion was
term nated, in nost cases.

CHAI RPERSON PARKER: JoAnn | think was
first.

DOCTOR LI NDENFELD: | just had a question.
| know we tal ked about this |ast February, but just in
a review by Doctor Topol in circulation | ast Decenber,
it states that the | MPACT study was not statistically
significant at 30 days, could you just clear up that
di screpancy for ne?

DOCTOR TCHENG | would beg to differ with
that particular comment. In fact, Doctor Topol is

here, if he would Iike to address it specifically. The

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

18
statistically significant result was achieved in the
135 and .5 arm as specified in the protocol, a p
val ue of .035 after adjustnment for interimlooks. The
prot ocol specified value of .035 was an intention to
treat analysis, and, in fact, as communi cated with FDA
by separate letter, the form of the analysis was a
random zed as-treated patient analysis, that is, the
patients were analyzed with treatnent as they were
random zed and, indeed, in the 135 and .5 group we did
achieve statistical significance in a clinically
rel evant conposite of death, nyocardial infarction and
urgent intervention.

Doct or Topol, would you --

CHAI RPERSON PARKER: Hold on this for a
nmonment, because we nmay, in fact, want to ask Eric to
coment on it, but probably a good idea to elucidate
the issues first.

Lenf

DOCTOR MOYE: Yes, just to follow up on
that. | nmean, | appreciate the fact that you report
a p value of .035, yet, in a manuscript that Doctor
Topol wote he reports the results were not
significant.

In addition, the FDA reviewer, the stat

reviewer, reports a p value of 0.041, which is greater

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

19

than 0.035. So, if there's a sinple clarification, |
sure woul d appreciate hearing it.

DOCTOR TCHENG Perhaps, | can call on
Kerry Lee to discuss the specifics of the statistical
anal yses.

DOCTOR LEE: Thank you.

|'"'m Kerry Lee from Duke University, and
just a point of clarification with regard to the
di stinction between the .035 reported for the primry
results of the IMPACT Il study and the statistica
reviewer's results. His results were actually based
on using the so-called exact nethods, they were
actually conputed in a slightly different fashion
The p value that was reported for the study was
actually based on an ordinary Pearson's Chi Square
statistic, which was the intent at the time the
protocol was being witten.

Qur feeling was that with 4,000 patients
the properties of the standard Chi Square test would
be adequate to reflect the differences between the
treatnents being studied in this trial.

Wereas, the statistical reviewer for the
FDA conputed his p value using exact -- so-called
exact nethods, which does give a bit nore of a

conservative p value typically.
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CHAl RPERSON PARKER Wl |, can we hear from
the FDA, do they accept the findings of |MACT as
bei ng positive?

DOCTOR MOYE: Well, can we hear from the
FDA, do they accept the findings of | MPACT as being
positive?

CHAl RPERSON PARKER Wl |, again, let's get
into the general discussion of the issues first. |
think that -- | guess I'ma little bit confused, and
| apologize if this is reiterative froma year ago,
but in the FDA review that this conmttee received
this time the conmttee revi ewer questioned whet her an
al pha of .05 had been adequately preserved if given a
prespecified p value of .035, that p value of .035 was
supposed to be corrected, not only for interiml ooks,
but if I understand it, Kerry, tell nme if I'm wong,
also for the multiple conparisons that could be nade
anongst the three treatnents.

DOCTOR MOYE: Well, | guess ny sense was
there was a concern as to whether the 0.035, whether
per conparison test really preserved an overall al pha
of .05, and so that was what | thought the issue was.

I'ma little concerned now because there
seens to be sone di screpancy, which you have hel ped ne

clear up, as far as the FDA and your own anal yses.

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

21

am concerned that the manuscript that's appeared,
t hough, also seens to support what the FDA cl ai ns,
what the FDA stat reviewer clainms, and that is the
findings were not significant.

CHAI RPERSON PARKER: Let me just outline
what the FDA review has stated. You probably have
seen the FDA review, but froma public point of view
to elucidate, and, Lem correct nme if quoting this
incorrectly, although the protocol said that the final
p value would be .035, the FDA review said that that
did not preserve an overall experinent-w de al pha of
.05, but that the experinent-w de al pha that would
result froma p value of .035 was really .067, that
is, it did not preserve the experinent-w de al pha of
.05. Is that what you --

DOCTOR MOYE: No. For ne, that's kind of
a separate issue. | nean, if the investigator said
.035 in the beginning, and it led to an overall al pha
of .067, that's what they said in the beginning, and
that's what | think they should be held to.

M/ concern is that the actual analysis the
FDA clainms did not cone in at .035.

CHAI RPERSON PARKER: But, Lem |I'msorry,
| ' m confused, because the investigator said that it

was . 035.
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DOCTOR MOYE: Right.

CHAI RPERSON PARKER: But, it did not
preserve the experinent-w de al pha of .05, because the
i nvestigator said so you would hold themto it even
t hough it was incorrect?

DOCTOR MOYE: No. Well, | don't know that
the statenent about .035, as a prespecified per
conparison, | nean, that's not correct or incorrect,
that's what they said they wanted to be held to.

Now, it turns out the overall al pha for the
entire primary endpoint conparison is 0.067, and
that's kind of a discovery that occurred well after
the trial was underway. There were concerns about
whet her the incorporation of the dependency between
the conparisons was appropriate, but the fact of the
matter is, the investigator said in the beginning
.035, and |, speaking personally, I, for one, am
confortable with that decision.

What |'mnot confortable with, and what |I'm
asking for clarification on, is given that we accept
the .035 prespecified alpha level, did they, in fact,
attain that, and the investigators say that they did,
and the FDA says they did not, and we have a
manuscri pt that says they did not. So, that's ny

concern. | accept the .035 as a prespecified |level,
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my concern is whether they, in fact, net that.

CHAl RPERSON PARKER:  Yes, Kerry, hold on a
second, because you need to know which question you
are responding to, and we're still trying to figure
out what that question is.

Ray?

DOCTOR LIPICKY: [I'mnot sure | really know
what to say, but --

CHAlI RPERSON PARKER  That woul d be a first.

DOCTOR LI PI CKY: -- but it's clear that
taking the results of the trial and applying two
different statistical nethods to calculating a p val ue
led to different nunbers, neither nunber being
spectacul ar, but both nunbers being less than .1.
Ckay.

The second part of the same thing is that
an overall alpha level of .067 and .5 in ny
estimation, and only ny estimation, is sort of the
same, and | don't think it would be profitable, or
don't think it is profitable, to try to make the
results of the trial into a binary thing.

The question is, to what degree do the
results of that trial support an effect. The
conclusion that was arrived at | ast February was, not

enough to draw a conclusion fromthat single trial
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and | really don't think it would be profitable to
make a decision as to whether or not one should put
the check mark in the no box or the yes box.

CHAI RPERSON PARKER: | think that the
reason that we are going through the process is not
because there is a major difference to be nade between
.05 and .067, or .035 and .041, but because there
appears to be a difference, as JoAnn el ucidated, in
ternms of how the investigators describe this trial in
the literature and how the conpany is describing this
trial to the commttee. That distinction may be a
very small distinction, but it is worthy of
el uci dati on.

DOCTOR LI PI CKY: But, the distinction you
are worried about is the binary nature of the
interpretation of the trial, not the persuasiveness of
the trial with respect to whether or not sonmething is
found. The only thing you are deciding is whether the
binary nature is inportant or not, or is binary or not
bi nary, and how people arrived at their decision of
yes or no, and that's okay. |'mnot arguing that, but
that is what you are pursuing.

CHAlI RPERSON PARKER: Kerry, you may not
know what we are asking, but | think you have an

opportunity to respond.
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DOCTOR LEE: Thank you very much.

There are two issues that have been raised
here. Let nme comment just briefly on both of those
i ssues, if you w sh

The first is the issue about the
di screpancy between the FDA statistical reviewer's
results and what the | MPACT investigators reported.
And, with respect to that, I would sinply coment that
there are nultiple ways of perform ng these treatnment
conparisons from a statistical point of view e
could have used a log rank test, which actually
produces a slightly smaller p value than .035, we
coul d have used what we did use, nanely, a convention
Chi Square test for this binary endpoint, that's what
produced the .035. There is the approach, which as
i npl enented in software that's now readily avail abl e,
the Stat Exact Software, which is what the FDA
revi ewer used, which produced this .041 p value, al
of those are very, very close, and it depends on the
selection of the particular statistical nethod as to
whi ch one one selects. W chose one particul ar net hod
and that's what we've stuck by, nmaintained and
reported consistently.

DOCTOR LI PI CKY: That was your protoco

speci fi ed net hod?
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DOCTOR LEE: That was, yes.

DOCTOR LIPICKY: It was not sonething you
dreaned up afterwards, but the FDA statistician
dreaned up his test afterwards?

DOCTOR LEE: | think, Ray, one of the
problens is that it may not have been as clearly
docunented in the original protocol as woul d have been
desirable, so that there was absol utely no confusion,
but this was our intent fromthe very begi nning and
that's what we've nmi ntai ned.

DOCTOR LIPICKY: | think to be fair there
is the protocol specified a conparison of proportions,
as opposed to atine to first event analysis, but did
not specify the precise test that would be used to
performa conpari son of proportions, is that correct?

DOCTOR LEE: That is correct, yes.

CHAlI RPERSON PARKER:  Ckay.

DOCTOR MOYE: |'d just appreciate sone
comment then about the manuscript. |It's clear to ne
the issue between the .035 and .041, and | consider
t hat resol ved. | wonder if sonebody could then
comment about the manuscript, which says that the
findings were not significant.

DOCTOR TCHENG | would like to first

comment about the publication of the primary results
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of the IMPACT Il trial, which actually appeared in the
Lancet this spring, wth a nunber of ny coll eagues
here as co-authors. |In that manuscript are actually
presented the two different analyses that were
performed in support of the IMPACT Il trial results.
Those are a standard intention to treat or an as
random zed type of analysis, which | believe is what
you are referring to. Qur calculation was that the p
val ue for that was .063.

The second analysis, which is provided in
the manuscript at the sane tinme, is this treated as
random zed, or random zed as treated analysis, or as
we are presenting here, the actual analysis that was
prespecified wth FDA that would be the primry
anal ysis for support of Integrilin for approval, and
that is where the value of .035 was attai ned.

That is what we were using, that is what we
had intended to use as our specific analysis.
However, if you would turn again back to the original
Lancet manuscript there are two different types of
anal yses provided in the interest of providing the
entire picture. The intention to treat, or classic
intention to treat analysis, that is, an as random zed
or as random zation allocation occurred, and then the

treated patient analysis, which does not include the
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139 patients who never underwent treatnent wth study
drug, that particular analysis 1is provided to
ascertain the best estinmate of the true biologica
effect, the clinical efficacy and the safety issues of
treatment with Integrilin.

CHAlI RPERSON PARKER. Lem coul d you conment
on the idea that we see occasionally, that there are
a certain nunber of patients random zed as before an
intervention is to be perfornmed, but the intervention
is not performed in sonme of them and the analysis is
done only in the patients who had the intervention
but not in all the patients who are random zed. The
difference in this case is 139 patients, and what are
the pros and cons of doing an all-random zed anal ysi s
or as, | guess, the termthat's being used here is,
random zed as-treated anal ysis?

DOCTOR MOYE: The strength of using the
anal ysis, the all random zed, or the intention to
treat, is that patients are treated regardl ess of any
ot her characteristic about them and they are anal yzed
as though they were treated, regardl ess of any other
characteristic.

Your attribution of effect is very clear
and direct, because the only difference between

patients who receive therapy and those who didn't is
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just the therapy itself. Once you begin to peel that
back, once you begin to allow patients not be treated
for a variety of reasons, which may appear harni ess
and patternless at first, there, neverthel ess, may be
sonme underlying pattern which nakes the attribution of
effect very difficult.

The down side of the intention to treat
analysis is that it tends to be | ess powerful, because
you are including in the intervention group patients
who didn't see the intervention, so, therefore, their
history will be nmuch like the placebo, a placebo
control trial, |ike placebo patients, and you'll w nd
up reducing the inpact of the intervention as a nean
in the entire intervention group. So, you w nd up
reduci ng the efficacy and reduci ng the power.

CHAI RPERSON PARKER:  Marv?

DOCTOR KONSTAM Doctor Tcheng, you just
mentioned that it was prespecified with the FDA that
the as-treated analysis would be the principal
anal ysis, do | have that right? Could you just expand
on that a little bit to the degree that that was
really prespecified before the anal ysis was perforned?

DOCTOR TCHENG From the very begi nning
our intent had been to performan intention to treat

anal ysis, and the principal investigators do consider
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the treated as random zed analysis as a form of
intention to treat anal ysis.

The answer to your question is, is that we
had indicated in the protocol an intention to treat
analysis, a subsequent letter was sent to FDA
indicating specifically what that definition would be,
and that was the random zed as treated anal ysis.

| believe Doctor Flem ng, Tom Flem ng,
woul d al so like to shed sone |ight onto the course of
events and his thoughts behind this issue.

DOCTOR FLEM NG Thanks.

Tom Flemng, Chair of Biostatistics,
University of Washington. A few issues have conme up
here that | mght |like to address froma statisti cal
perspective. The issue here of intention to treat is
an inportant one, and it's critical to follow
intention to treat to maintain the integrity of
random zation. It's inportant, though, of course, to
di stinguish as treated versus treated as random zed,

Specifically, what t he sponsor IS
advocating here is an analysis, not as treated, but as
random zed, but not including those patients who were
never treated initially.

In essence, it's critical to include al

patients who are randomzed in the analysis, in
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essence, to preserve the integrity of random zati on.
If in any way the effective treatnent or the know edge
of treatnent could induce bias then excluding patients
is sonething to avoid.

From my perspective, the only situation
that's appropriate to alter an approach of using al
random zed patients is in a blinded trial, where you
exclude only those patients who aren't treated. In a
blinded trial, we are excluding only those patients
who aren't treated, it's not possible that the effect
of treatnent or the know edge of treatnent could be
i npacting the exclusions. So, there is no risk of
bias in an analysis that is including everybody except
for those people who are never treated, so |long as
that study is blinded. | think that's an inportant
i ssue here.

Another issue that's conme up is the
distinction Dbetween, when you are conparing
proportions, the distinction between the Fisher's
Exact Test and the Pearson Chi Square. Actually, it's
my understanding the protocol did state that they
woul d be using a convention Chi Square. Both of these
nmet hods are appropriate. Oten, we are a little bit
m sl ed, though, when we think of the Fisher's Exact

Test, that's exact, right? WlIl, in essence, the
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Exact Test is conditioning on both margins. [It's not
just conditioning on the nunber of people that are in
the two reginens, it's conditioning on the nunber of
successes. That second margin conditioning adds nore
di screetness and causes your p values to be higher,
and, basically, it's causing unnecessary conservatism
Both the Fisher's Exact Test and the Pearson Chi
Square are valid, neaning that if there's no effect
they both preserve the type 1 error the size of the
t est. The Fisher's Exact Test is unnecessarily
conservative, and so the Pearson Chi Square is, in
fact, the nost efficient valid approach, and that's
what the sponsor used.

CHAlI RPERSON PARKER. Tom coul d you conment
on the appropriateness of designating .035 for the
anal ysis of each treatnment armto placebo, given the
mul tiplicity of analyses and conpari sons?

DOCTOR FLEM NG 1'd love to, MIt.

You were at the Duke conference two nont hs
ago, as were several, this is a very inportant issue.
Cearly, when you design a trial, it's extraordinarily
inmportant to preserve the error rates. It's inportant
to avoid excess fal se positive conclusions due to the
mul tiplicity of testing.

Multiplicity of testing arises in a |ot of
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ways. You can have multiple endpoints, you can have
multiple test statistics for those endpoints, you can
have nmultiple testing over time, and we adjust for all
of those and we shoul d.

Wiere there's a lot of confusionis, do you
adjust for multiple treatnment arns in the sane trial,
and | don't think there's any -- and, as in many
di scussions that we've had, there's no clear-cut
consensus about that.

Is it inportant to preserve the error rate
in the experinent or in the conparison? M persona
viewis, statistics can be of great assistance to us,
but we've got to use our common sense and think about
what the data are telling us when we apply statistics.

So, specifically, if you just |ook at the
| ow dose Integrilin versus control, the p value is
.035, and that's, essentially, as Lem has been tal king
about, on the guide as to what the protocol said, and
t he sponsor is being very nmeticulous to try to follow
what the protocol said, and that's fine.

My argunent is, that's fine, but let's
practically think about what's happening here. | f
this trial had only | ow dose agai nst pl acebo, woul d we
be goi ng away now saying .035, we're fine, that's |ess

t han . 05. We have an additional set of information
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here, it's the high dose. Daniel showed the curves,
| ook at those six-nonth curves on high dose and | ow
dose, those are telling us you have the sane basic
effect.

Now, at 30 days it turned out that there
was a blip, so | ow dose | ooked better than hi gh dose,
but if you | ook over the entire six nonths you've got
t he basic sanme effect, but the essence of ny point is,
if you only had the data on | ow dose versus contro
we'd be saying it's .035. W have additional data on
high dose that's giving us a confirmation of the
strength of evidence, and so the essential point that
| would make is, we should be thinking about the
totality of the results that we have here, MIt, and
when you bring in the low dose and high dose
experience that, in essence, in ny view, strengthens
the sense of treatnent benefit here, rather than if we
just had the | ow dose versus control

CHAl RPERSON PARKER: Is there any validity
to doing a post hoc analysis, where one conbines the
two active arns conpared to pl acebo?

DOCTOR FLEM NG Is there validity to it?
It's post hoc, as you say, | think there is supportive
validity to a ot of kinds of ways that we would try

to explore strength of evidence, and so, it's
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certainly a rel evant supportive anal ysis.

But, it's ad hoc, as you say, and it's
supportive.

CHAl RPERSON PARKER:  Ch, |I'msorry, JoAnn?

DOCTOR LI NDENFELD: | understand the point
you made about common sense, but anot her conmopn sense
vi ewpoi nt mght be that if the high dose were really
supportive it would be significant.

DOCTOR FLEM NG Certainly the strongest
case you would have in a clinical trial for strength
of evidence would be if you had two doses against a
control and they were both significant.

Qovi ously, in many instances, often because
of sanple size and power, it's not always that clear
cut, and so we have to get into the issues of really
bringing in judgnent in interpreting information, and,
in essence, that's where we are. It would have been
a stronger case had the high dose reginen al so been
statistically significant. \What certainly is, as |
| ook at these data, conpelling is that, | |ook at the
data over the entire tinme frane and see a very
consistent |evel of benefit fromthe | ow dose and high
dose, certainly when you | ook over the entire six-
nmonth time frame, and in ny view the data on hi gh dose

strengthen -- now, it's your judgnent, do these data
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adequately | ead you to conclude it's a positive study,
my view is the data on high dose strengthen ny
i nference on | ow dose efficacy because |I'm seeing the
sane | evel of benefit froma qualitative perspective.

CHAl RPERSON PARKER: Let's see, let's take
this gentleman, please identify yourself.

DOCTOR SANKOH: A J. Sankoh, a
statistician.

| think there are three issues that have
been raised that | want to address, | want to start
with the .041 and .035 issue. | think if you can go
back to the protocol, the protocol did actually say
that they will be conparing proportions between the
two groups. My interpretation of that is sinply two
ways. One, you want to know the clinical difference,
nunerical clinical difference, and how you can al so
see that with a statistical p value, so the p val ue
they gave you there are on different proportions, you
are not sinply Chi Square, or you are not even Fisher
Exact, as they are assumng, they are not Fisher
Exact, these are based on difference on proportions.
The difference cones in, basically, in this particular
ki nd of test, when the proportions or the rates are
very low, these tests to be a little bit nore

conservative than the Chi Square of the odds ratio.
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Wen the rates are okay, I nmean,
acceptable, this test should give you the sane, either
use exact or asynptotic, so the difference you see in
there is basically based on this type of nethod that
| used. Ckay. That's the first point there. So,
they are not actually based on Fisher's Exact, as they
are sayi ng.

The nunber two, the difference between
intend to treat and as treated, | don't understand
what is random zed as treated, what it nmeans, and |
don't recall if | saw that, because this thing was
revi ewed about a year ago. | don't recall if | saw
that there, but ny understanding of intent to treat is
all random zed patients, and as treated only those
patients who received the intervention.

Now, if we are conparing a treatnment to an
active control, | can understand the idea of saying
that you want to conpare those patients who received
the intervention only, | can buy that treatnment if you
give ne only those who are treated. But, here we are
conparing to no treatnment, which is supposed to be
pl acebo. For you to maintain the bal ance, which was
created by the random zation, | think we wusually
provide the intent to treat data set for that type of

analysis. That is where the difference cones in.
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The nunber three case that | want to
address, what do | say, Doctor Flem ng was just
tal king about -- it's just skipped ny mnd, what was

the | ast issue?

DOCTOR FLEM NG Shoul d | address the first
two while you think of the third?

DOCTOR MOYE: Was it nultiple conparisons?

DOCTOR SANKOH:  Yes, multiple conparisons,
yes. Ckay. The original protocol did actually
specify that they were going to use a Bonferoni
adj ust nent procedure, okay, that of .07 for the three
conmparisons, yes, .017, thank you. That was | ater
altered to a .035, actually, | did ask several
guestions how the .035 was arrived at. | did not get
a response.

Using nethods that are in the literature,
| came to the conclusion that they could have cone
fromtwo nethods, either the Tuki mnmethod or the Dubay
i mat age net hod, but those nethods, based on a paper

that was published in the Stat in Medicine, those

nmet hods are known to be very liberal. They inflict a
type 1 error. So, if you look in the review, | did
sonme sinmulation to show how the type 1 error will be
inflated by using those particular nethods. Ckay.

CHAI RPERSON PARKER:  Ckay.
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Tom let me just try to focus this, because
some of these issues are so generic that one could
have another full day conference on this and may or
may not make any progress, but | just wanted to make
sure that we focus on one thing, and then there are
sonme other comments fromthe commttee, and then we
probably need to nove on.

Your argunent that it is where you have two
doses of active therapy versus placebo, and,
therefore, there is no need to adjust for the
multiplicity of arns because it would be as if one
did, say, two trials with a common placebo, | think
that would be a way of saying it, and, therefore, one
coul d conpare reasonably speaking each armto pl acebo
at .05. That's the argunent that you woul d be nmaking.

DOCTOR FLEM NG Not quite so liberal as
the way you' ve described it. W do have to take into
account all the data, it's all there, it's all real
it all matters.

The issue is, how do we sunmmari ze strength
of evidence, what is, from ny perspective, you have
two regi nens being conpared to a common pl acebo. Now,
the fact that there's a comon placebo nakes the
results correlated when you |look at the global

results, but when you | ook individually at strength of
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evi dence, each of these conparisons can be conpared to
pl acebo at a one-sided .025, and you woul d get a sense
of whether individually there is strength of evidence
to establish according to our traditions for strength
of evidence benefit.

That doesn't nean you ignore the fact that
you have the other arm it's the point, when | sit on
an advisory conmmttee that's when I want to see al
the data, and if | see a result on |ow dose versus
control and it's less than .05 two sided, |ess than
. 025 one sided, | also want to know what all the rest
of the data tells nme, and is this giving ne a
consi stent signal. And, if | have other data, and
it's telling me the sane signal, it's strengthening
the case that | have. [If, on the other hand, the high
dose showed harm then it would be weakening and |
woul dn't consider this a positive study if | were here
on the commttee, if |I had an .020 and a high dose
that showed harm wunless | had a heck of a good
understanding for why there was such an enornous
reverse dose response, so |'marguing, you should | ook
at all the data, you should factor it all in, but I
think Ray's argunment hits the nail on the head.

W may quibble about .026, .035, .030,

those are essentially the sane strength of evidence.
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W' ve got to then think about the totality of the data
and do these in a group, give us enough convincing
evidence that this is benefit. That's what | would
try to do on the commttee.

CHAlI RPERSON PARKER | woul d only say that,
just for the record, the philosophy, the phil osophical
position that one need not adjust for the multiplicity
of internal conparisons was not the position that the
i nvestigators or the conpany took when they designed
the protocol. | understand the argunent, but that's
not the position they took. They took a position of
a full Bonferoni correction, with a p value of .017,
and then subsequently nodified it and presented a p
val ue of .035, although it's not clear how they got
that p value --

DOCTOR FLEM NG Ri ght .

CHAI RPERSON PARKER: -- but they did take
t he philosophical position that a correction was
needed, as opposed to a correction was not needed.

DOCTOR FLEM NG | ndeed, they did in the
attenpt to be what | would call conservative, took the
approach of saying, we will adjust, they originally
put forward Bonferoni, then they stepped back and
t hought about it and said, there's correlation here,

Bonferoni is overly conservative, and then were trying
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to cone forward with an adjustnent that woul d account
for that correlation

So, indeed, to their credit, they are
trying to do an adjustnment for nultiple arnms, |'m
trying to, in away that's not driven by the study at
all, but by a general principle, charging that we
shoul d be thinking about data in the totality, and the
two doses are there, they are both inportant, they are
both giving a signal, we need to |ook at what the
totality of those two doses tell us in Integrilin as
we are asking or answering the question, is there
benefit.

Can | just very, very quickly, because I
know we want to keep this focus and discussion
short, very inportant issues are being raised here on
the intention to treat and on Pearson Chi Square,
Fi sher's Exact, let me just quickly nention, back in
1978, Joe Burkson did an extensive study that shows
exactly, as you say, in small sanples both of these
approaches are conservative, which gives us a good
sense here. The true type 1 error rate, with either
of these approaches, is belowthe nomnal. |It's just
that the Fisher's is unnecessarily conservative, it's
even nore conservative because of the artificial

di screetness inposed by the conditioning on both
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mar gi ns.

Second point, I couldn't agree and
encourage nore that we go for intention to treat
because that maintains the integrity of random zati on,
and |'ve al ways advocated, the only exception to that
is when we are confident that any patients that are
excl uded cannot be excluded in any way that's either
due to the treatnent effect itself or the know edge of
the treatnment, and the only circunstance |I'm aware of
that satisfies that is people in a blinded trial who
have not had intervention, and that's not an as
treatment analysis, that's treated as random zed. So,
the only exception |I could ever justify to intention
totreat is in a blinded trial where patients had not
recei ved any treatnent, because those people who are
being elimnated aren't inducing bias because the
treatnment effect, nor the know edge of the treatnent
assi gnnent, could be inpacting their exclusion.

CHAl RPERSON PARKER:  Tom it's always hard
to know that there is no bias under those
ci rcunst ances, because in every trial, where there are
going to be sone people who don't get the assigned
t herapy, you don't know that there isn't a bias.

DOCTOR FLEM NG The only bias that you

could argue, though, in this case, MIt, would be if,
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in fact, those patients did figure out their
assi gnnent before they started the treatnent, then
woul d accept what you are saying as correct.

CHAlI RPERSON PARKER:  Yes.

Kerry, hold on one second, but stand by.

Dan?

DOCTOR RODEN:  Thank you for allowng ne to
interject into this dialogue, MIton.

| have a question about the non-treated but
random zed patients. There are only 139 of them it
woul d reassure nme if | could see data on bal ance anong
baseline characteristics in that group and their
out cone conpared to others.

|'mgoing to pinch nyself and I1'mgoing to
hope that | wake up fromthis bad dream

DOCTOR Di MARCO Dan, | just did the
subtraction, it l|looked like there were two events
either death or M, in the placebo group, six in the
| ow dose, and four in the high dose, and addi ng those
nunbers is what converts it from you know, the p of
.035 to .067, to .063, or whatever it is, and it |ooks
i ke the sponsor either got |ucky or --

DOCTOR TCHENG If we can turn off -- I'm
sorry --

DOCTOR D MARCO  And then, you know, | just
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can't, looking at your Table 57, | really don't --
you know, | don't see in those indications for why the
study was not adm ni stered, why they'd have sonewhat
a higher event rate.

DOCTOR TCHENG Let nme go through sone data
that will hopefully shed light on these issues. If we
can have the main slides off and the back-up slides
on, slide 327. Slide 327 will show you the patient
enrollnment in IMPACT |1, the all patients random zed
or, perhaps, a classic term wuuld be intention to
treat, if we can have the slide on. Thank you.

The top line, if | get this laser pointed,
the top line is all patients random zed, you can see
the total here is 4,010. This is the description of
the patients, or these are the nunbers for the
patients where we are doing our primary analysis, the
treated as random zed group, 1,285, 1,300, 1,286, the
first thing you will notice is that the nunbers are
reasonably wel |l bal anced.

| mght remnd the commttee that the
| MPACT |1 trial was designed to be grafted onto
clinical practice, so the random zation allocation
occurred several hours before bringing the patient to
the cath lab, that is before really the decision to

performintervention was actually made.
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The patients who were random zed but not
treated, for the large part, were patients who ended
up not having a coronary intervention, that is, they
were brought to the cath lab, or not even brought to
the cath lab, and the decision was nmade not to perform
the intervention.

I f we can have slide 333.

DOCTOR KONSTAM  Could | just stop -- I'm
just making sure | absolutely understand that point.

DOCTOR TCHENG  Yes.

DOCTOR KONSTAM So, these were patients
who did not even receive a coronary intervention, it's
not that they received a coronary intervention but did
not receive the drug.

DOCTOR TCHENG  No, that is not correct.
We'll go through this slide, but if you received any
study drug at all you were included in the all
patients treated. There was an overlap of a snall
group of patients who did not receive intervention
who did not receive study drug, but there were also
patients who did not receive study drug at all because
the --

DOCTOR KONSTAM  That's -- I'masking --

DOCTOR TCHENG. | 'm sorry.

DOCTOR KONSTAM -- the 139, did they
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i ncl ude patients who did under go coronary
intervention, but did not receive study drug?

DOCTOR TCHENG  Yes, it was a handful of
patients.

DOCTOR KONSTAM What constitutes a
handful , just out of curiosity?

DOCTOR TCHENG  Per haps, a dozen, sonet hi ng
l'i ke that. And, the decision was nmde by the
i nvestigator, because of |aboratory abnormality or
sonet hing that was provided to the physician, to the
investigator, after the random zation allocation that
would indicate that it would be inappropriate to
continue the patient in the study.

DOCTOR KONSTAM Ckay, but the vast
majority, in fact, did not receive a coronary
intervention at all, sonething |like 125 of themor so
did not receive any coronary intervention.

DOCTOR TCHENG  Yes. |If we can go to slide
333, that actually delineates the reasons for no
treatnment. Again, random zed but no study drug was
adm ni stered, here are the nunbers 43, 49 and 47, as
a contraindication to treatnent, at least felt by the
principal investigator, this is the group of patients
who did not receive an angioplasty, that is, they were

brought to the cath | ab, had a cardiac catheterization
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performed, and then the decision was made, because
there was either no lesion or a lesion that couldn't
be done, no angioplasty was perfornmed, you can see
here this is actually a patient who cane in wth
t hr onbocyt openia, M D. decision, that is, patient went
for bypass surgery, you can see the breakdown here,
i nclusion/exclusion criteria were net -- excuse ne,
were not net post hoc, the nunbers are here, consent
was drawn, et cetera.

| think that the nobst inportant concept
fromthis slide is that you can see bal ance anong the
groups for the reasons indicating that, as Doctor
Flemng has alluded to, there was no know edge of
ei ther the random zation and also no treatnent with
study drug as a reason for being analyzed in the
random zed as all ocated group.

CHAlI RPERSON PARKER  What were t he out cones
in the 12 patients who got an angi oplasty and didn't
get drug?

DOCTOR TCHENG | do not have that data
with nme. We could -- | don't have that information.

CHAI RPERSON PARKER: Ray - -

DOCTOR  RODEN: You can't tell ne what
happened to these 1397

DOCTOR TCHENG  What | can -- sone people
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say they should be included in the total analysis,
sone people say they shouldn't, so it seens to ne that
it would be very, very useful for us to know what
happened to these patients and how many of them net a
primary endpoi nt.

DOCTOR D MARCO. Well, it's two, six and
four, no, that's death or M, that's their primry
endpoint at 30 days, is that right? That's what it
says in the manuscript.

DOCTOR TCHENG If we can go to slide 354,
pl ease, you are correct, you'll see what the
difference in terns of the statistics are here. The
random zed group is in the beige and the treated as
random zed group is in the green. As you can see in
the placebo, there was a few nore patients who had
events, and you can see also the effect on both of the
treat nent groups. It added an event or two in the
pl acebo group, subtracted one in this group, and added
one or two in this group. So, that's the breakdown of
how t he events happened, in terns of their conposite
endpoi nt at 30 days.

CHAl RPERSON PARKER:  Let ne sinply, | think
the coomttee has a general disconfort with exclusion
of patients after random zation, particularly, by the

way, in the case where they actually underwent the
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i ndi cated procedure, and | don't want anyone in the
audience to get the inpression that we think that
exclusion of patients after random zation is a good
policy to follow. It seens as if the investigators
woul d agree with that statenent.

DOCTOR TCHENG W do.

CHAl RPERSON PARKER:  Since the manuscri pt
that presented the results actually presented what |
assune was your preferred analysis, which was your al
random zed patient anal ysis.

DOCTOR TCHENG W provi ded bot h anal yses
in the manuscript, that's correct.

CHAI RPERSON PARKER:  Ri ght, okay.

Bef ore going further --

DOCTOR  RODEN: Can | just clarify one
i ssue?

CHAlI RPERSON PARKER:  Sur e.

DOCTOR RODEN: And, that is, this is a
prespeci fi ed anal ysi s?

DOCTOR TCHENG  Yes, that is correct.

DOCTOR ROCDEN:  And, when was that anal ysis
prespecified? | don't think | sawit in the protocol.

DOCTOR TCHENG It was specified in the
form of a letter prior to unblinding. We had no

know edge of the outcones of the trial when we were
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specifying --

DOCTOR RCDEN: | see. So, the trial was
conplete but the study hadn't yet been unbli nded.

DOCTOR TCHENG  That's correct, yes.

CHAI RPERSON PARKER | see. So this letter
actually was sent in after the trial was finished.

DOCTOR TCHENG  The protocol specified that
we were to performan intention to treat analysis. W
had a nunber of discussions as to what form that
intention to treat analysis would hold. W were
anticipating sone drop out, but we did not know how
many, and, in fact, if you go through and conpare
this, for exanple, to the PURSU T trial, which wll
come up, in the PURSUT trial there were only 99
patients out of a trial sanple sizes of nore than
double the IMPACT Il trial that actually ended up in
a conparable group, so this was a deci sion nmade after
the trial was ongoing, after we realized the
difficulty of the logistics of what we were trying to
acconpl i sh.

CHAI RPERSON PARKER:  No, | understand, but
the letter actually was sent before the blind was
br oken.

DOCTOR TCHENG Before the blind was

br oken.
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CHAlI RPERSON PARKER  But, for all practical
pur poses, after the study had been conpl et ed.

DOCTOR TCHENG  Yes, that's correct.

CHAlI RPERSON PARKER:  Ckay.

|'msorry, the statistician, you do have an

addi ti onal point?

DOCTOR SANKOH Wl 1, | just wanted to say,
| don't recall that letter, | don't recall seeing
anywhere. | recall the protocol saying intent to

treat, okay, and ny interpretation of intent to treat
again is all random zed.

As | said, there are tines when we tolerate
all treated patients, but in nost cases when that
happens the two data sets would not give you a vast
difference in ternms of significance.

| cannot recall seeing that letter.

CHAlI RPERSON PARKER:  Ckay.

| think we do need to nove on, but let ne
just ask, the sponsor has said that death and M are
the real sort of hard endpoints here, and death and M
is, in fact, what was analyzed over six nonths of
follow up. You showed the curves for six nonths, but
you didn't show any p values, and it's not in your
docunment. \What were the p values for the treatnent

effect at six nonths for death and M ?
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DOCTOR LIPICKY: Mght | ask why you are

asking? That's a retrospective analysis. It really
doesn't lend itself to -- you can't interpret the p
val ue in any conventional sense.

CHAI RPERSON PARKER:  You cannot i nterpret
the p value, but it's the hardest endpoints, it's the
common endpoi nts between the two trials, and it's the
| ongest follow up. |It's a concept of reassurance.

DOCTOR LI PI CKY:  Yes, but howw Il you put
t hose nunbers -- what does the nunerical value nean to
you as opposed to | ooking at the survival curves, does
that give you sonme nore information?

CHAlI RPERSON PARKER: Yes, | think that it
woul d be different if it were .04. | don't think the
issue is whether it's on .04 or .06, but I'd like to
know how nuch of this m ght be -- whether the visual
i mge may be due to the play of chance.

DOCTOR LI PI CKY:  Okay.

DOCTOR KITT:  Unfortunately, we don't have
the p value. You saw the Kaplan Meier curve, | can
gi ve you the exact nunbers, if you' d |like, of death
and M at six nonths.

CHAlI RPERSON PARKER: Actually, | think we
al ready have that nunber, but you have not actually

cal cul ated p val ue?
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DOCTOR KITT: |'"'m sure we have, | don't
have it right here at ny finger tips. Sonmeone is
| ooking it up right now | can give it to you in a

m nut e.

CHAI RPERSON PARKER:  Any ot her questions
fromthe commttee?

Ckay, can you continue with the rest of the
presentati on?

DOCTOR GRETLER  Thank you.

Can | have ny carousel back, please?

Well, | amnow going to turn to the dose
selection. In particular, I'mgoing to show you data
that led us to adjust the dose upward for the PURSU T
st udy.

The dose selection for the | MPACT |1 study
relied on ex vivo and in vitro aggregation studies,
whi ch had descri bed the concentration response curve
for eptifibatide as shown here.

It's inportant to note that these studies
were all perfornmed in sodiumcitrate. Sodiumcitrate
is a calcium chelating anticoagulant that has
traditionally been used in platelet studies.

However, as we continued to study the
structure of the GP 1Ib/llla conplex, and the

phar macol ogy of its inhibition, we discovered that
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cal cium concentrations affect the pharmacol ogy of
eptifibatide. Specifically, what we found is that the
very low cal cium concentrations produced by sodium
citrate in vitro enhances the effects of eptifibatide.

Let me show you what happened when we
repeated these studies at physiologic calcium
concentrati ons. This is the concentration response
curve for eptifibatide at normal physiol ogic cal ci um
concentrations shown in yellow here. This was
achi eved using another anticoagulant called PPACK,
whi ch does not affect cal cium

As you can see, there is a right shift of
the concentration response curve, in other words, it
t akes hi gher concentrations of eptifibatide to inhibit
pl atelets. The 1GC;,, the concentration necessary to
inhibit platelet inhibition by 50 percent, we thought
was around 140 nanonol ar based on the early citrate
st udi es. It was discovered that it was about four
times higher, 570 nanonolar, at the nore relevant
physi ol ogi ¢ cal ci um concentrati ons.

This in vitro difference has been confirnmed
in man as illustrated in these aggregation studies
froma snmaller PTCA study called PRIDE. Aggregation
was neasured over tine after the admnistration of one

of the IMPACT Il reginmens, the 135 bolus and the 0.75
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infusion. The results at | ow cal ciumconcentrations
in vitro, in citrate shown in blue here, appear to
show over 80 percent inhibition of pl at el et
aggregation, but what happens at physiol ogi c cal ci um
concentrations in PPACK in the yellow curve. The
targeted 80 percent inhibition is achieved, but only
very briefly at the time of the 135 m crogram per
ki | ogram bol us.

What this all nmeans is that there appear to
be roomfor inproving on the reginens used in | MPACT
1, especially given the safety of eptifibatide in
t hat study.

The rationale for the dose selection for
PURSU T was based on the follow ng factors. First and
forenost, the safety profile in I MPACT I, which was
simlar to eptifibatide and placebo, indicated no
safety concerns. Second, the inhibitory dose of the
| G, for eptifibatide was higher than we thought when
| MPACT Il was designed, and third, the targeted 80
percent inhibition of platelet aggregation was not
achi eved t hroughout the infusion in | MPACT II.

Therefore, for the PURSUT study we
increased the bolus from 135 to 180 m crograns per
kil ogram but, nore inportantly, we selected a two

m crogram per kilogrampermtted infusion, a three to
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four tines higher infusion rate than what was used in
| MPACT Il. This new regi nen was designed to reach and
mai ntain a robust, at |east 80 percent inhibition of
pl atel et aggregation in the majority of patients.

The | evel of inhibition achieved in PURSU T
was, indeed, verified. These are data obtained at
physi ol ogi ¢ cal cium concentrations in PPACK from a
subset of PURSU T patients who underwent aggregation
studi es. This was done in a 99 patient sub-study
cal | ed PERI GEE

The average inhibition was well over 80
percent, not only after the bolus, but essentially
t hr oughout the entire duration of drug adm ni strati on.
Thi s sub-study, PERI GEE, al so indicated that over 80
percent had platel et aggregation inhibited by at |east
80 percent at steady state, and also receptor
occupancy averaged over 80 percent.

These data indicate that the pharnmacol ogic
target in PURSU T had, indeed, been achieved.

To summari ze, t here 'S a conmon
pat hophysi ol ogy in unstable angina, and non Q wave
myocardi al infarction, and in the post angioplasty
state, the conditions we studied in IMPACT Il and
PURSUI T.

The pharmacol ogy of GP IIb/llla inhibitors
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represent an excellent match for the pathophysi ol ogy
of acute coronary syndrones.

The |IMPACT 1l study has denonstrated
efficacy and safety of eptifibatide in patients
under goi ng PTCA

And | astly, new pharmacol ogy studi es have
shown that the IMPACT Il reginen did not maintain the
expected level of platelet inhibition. Wth that
incite, and given the excellent safety profile of
eptifibatide in IMPACT Il, the dosing reginmen was
increase for PURSU T. This dose adjustnent allowed us
to reach our pharnacologic target in over 80 percent
of the patients at the dose we are recomendi ng for
clinical use.

And now, | would like to introduce Doctor
Robert Harrington from Duke University, who wll
di scuss the results of the PURSU T study.

CHAI RPERSON PARKER: Does the conmttee
have any questions on the clinical pharnmacol ogy?

Dan, you didn't take your Dilantin today,
but it has a | ot of pharnmacokinetics interactions.

Ckay, please. Ch, JoAnn, |I'm sorry, go
ahead.

DOCTOR LI NDENFELD: | just had a question

on the FDA review, maybe |'mreading this incorrectly,
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but it suggests that aggregation of five m nutes, one
hour and four hours are only about 50 percent. Let's
see, maybe |'mreading, not the sane study, but Mary
Ann Gordon's review? Yes, page three of that, using
PPACK as the anticoagul ate, ADP and robust platelet
aggregation at five mnutes is 83 percent, but at one
hour is 48 percent, four hours is 54 percent.

DOCTOR GRETLER  What dose was this?

DOCTOR LI NDENFELD: Let's see, this is from
PURSUI T.

DOCTOR LI PI CKY: Were are you | ooking
explicitly?

DOCTOR LI NDENFELD: It woul d be page three
of Mary Ann Gordon's review on the pharmacoki netics.

DOCTOR GRETLER  In the neantinme, could I
maybe have ny slides back, fourth slide before the
|ast one way at the end, it's the fourth to |ast
slide. Yes.

These are the results from the PERI GEE
study, which is the subset of patients in PURSU T who
underwent pl atel et aggregation studies. These are the
only patients in PURSUT who did undergo platelet
aggregation studies, and these are the results
obtained in PPACK, and so the results, the study

states level of inhibition is about 90 percent.
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DOCTOR LI NDENFELD: Wl 1, maybe we can get
some confirmation, because |'m on page three, this
says high dose Integrilin group only fromthe PERI GEE
st udy.

DOCTOR GRETLER If it says high dose,
could it be the IMPACT Il high dose?

DOCTOR LI PI CKY: Mary Ann, do you recognize
what's bei ng di scussed?

DOCTOR GORDON:  It's really been a while,
but if I recall correctly it was from PURSU T, and you
only use the one dose, one of the doses was dropped.

DOCTOR GRETLER: Yes, you are absolutely
correct. As Doctor Harrington is going to explain
PURSU T was started using two eptifibatide doses, a
180 bolus followed by a 1.3 mcrogram per Kkilogram
i nfusion, and then the dose that -- the preferred dose
that we continued all the way to the end, the two
m crogram per kil ogram per m nute.

However, by the tine the PERI GEE study was
started, we, essentially, had already dropped the
| ower dose.

DOCTOR  GORDON: Correct, we had no
information on the --

DOCTOR GRETLER  In fact, one patient, we

had i nformati on on one patient at the | ow dose, so al
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these data were obtai ned at the high dose, at the --

DOCTOR  GORDON: And, you used the two
anticoagul ants -- you conpared two anti coagul ants and
the two agonists in the PERI CEE

DOCTOR GRETLER: Yes, we also |ooked at
TRAP, and this is -- all the curves | showed you were
ADP.

DOCTOR GORDON:  Ckay, well, 1 also | ooked
at the TRAP as well in ny --

DOCTOR GRETLER  kay.

DOCTOR GORDON: -- is that what you are
| ooki ng at, JoAnn?

DOCTOR LI NDENFELD: Well, it's the --

DOCTOR LI PICKY: The perception is you are
descri bing sonething different than what the sponsor
i s show ng.

DOCTOR GORDON: well, | showed all the
data, neaning using the two anticoagul ants, the PPACK,
and then the sodium citrate, and also the two
agoni sts, ADP and the TRAP.

DOCTOR LI PICKY: But, your words did not
mean to differ fromwhat is being presented now, or
your words neant to differ?

DOCTOR GORDON: Vel I, I'msaying that there

were four different results, four sets of results.

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

62

DOCTCOR LI PI CKY: Four different sets of
results, of which only one is being shown.

DOCTOR GORDON: Yes, and | showed four
that's why ny --

DOCTOR LI NDENFELD: But, the point [|I'm
trying to get at is, with the high dose Integrilin,
t he hi ghest dose in any of these studies, that within
the first 24 hours there was not 80 percent inhibition
of platel et aggregation, except with the bolus, and
then there's a drop and then it goes back up to 24
hours.

DOCTOR  GORDON: Certainly with the TRAP
agoni sts it was not.

DOCTOR HOMCY: Can | hel p?

DOCTOR GORDON:  Sur e.

DOCTOR HOMCY:  Maybe | can hel p. The goa
of the study was to get robust --

CHAI RPERSON PARKER: I dentify vyourself,
pl ease.

DOCTOR HOMCY: -- oh, I'm sorry, |I'm
Charl es Honty from COR Therapeutics. The goal of the
study was to achieve nore than 80 to 85 percent
recept or occupancy, which was achieved with this dose,
the 182.0, and when you achi eve 80 percent receptor

occupancy you cone close to ablating ADP-induced
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activation of platelets. So, in these studies, over
80 percent of the patients were inhibited nore than 80
percent to the agonist, ADP, which is the typical
agoni st that is used in nost trials of this class of
agents.

There i s anot her agoni st call ed TRAP, which
is thronbin, which is nore potent, and higher |evels
of receptor occupancy are needed to block that
agoni st, but with this agonist, at these doses, with
this anticoagulant, there was robust platelet
aggregation inhibition at all tinme points, as you can
see fromthis slide.

DOCTOR LI NDENFELD: Wl 1, that's different
than what's in this review, though, within the first
24 hours. This suggests 50 percent.

DOCTOR HOMCY: Well, | don't know where
that nunber is comng from but this is the only data
t hat exi sts.

DOCTOR LI NDENFELD:  |I'mjust saying that's
different than this --

DOCTOR HOMCY: | think you are | ooking at
TRAP, the agonist TRAP

DOCTOR LI NDENFELD:  No, I'm |l ooking at ADP,
at least in the colum -- maybe Mary Ann can clear

this up for us, but at least in this first colum it's
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quite clearly ADP.

DOCTOR HOMCY:  Well, | can't help to solve
t hat .

DOCTOR LI PI CKY: So what -- |I'm still
confused, do you, in fact, accuse the sponsor of
saying the incorrect thing here in your review?

DOCTOR GORDON:  No. | wused the --

DOCTOR LI PI CKY: O, is your review not
being interpreted properly by the questioner.

DOCTOR GORDON:  -- | used the nunbers that
the sponsor had in their reviews.

DOCTOR LI PI CKY: And, your graph | ooks like
t hat ?

DOCTOR  GORDON: | have -- again, they
| ooked at four different things, but --

DOCTOR LI PI CKY: Well, does one of your
things | ook Iike that?

DOCTOR GORDON: | used the bar graph.

DOCTOR LI PI CKY: Yes, but it would | ook
i ke that.

DOCTOR GORDON: Roughly, it |ooked Iike
that. They did lose -- they lost after the bol us,
t hey had hi gh occupancy rate after the bolus, and then
when they started the infusion it dr opped

dramatically.
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DOCTOR LIPICKY: So, you did not nean to
inply that this is an incorrect perspective.

DOCTOR GORDON: No, | did not nmean to inply
t hat .

DOCTOR LI PI CKY: Does that help you?

DOCTOR LI NDENFELD: Well, just the review
here says that patients achieve greater than 80
percent inhibition of platelet aggregation during the
bol us, this percent was not naintained at hours one
and four of the constant infusion.

By 24 hours of the infusion, all patients
with data had achieved the target inhibition of
pl at el et aggregati on.

DOCTOR GORDON: It dropped to about 48
percent when they started the infusion.

DOCTOR LI NDENFELD:  Forty-ei ght percent at
one hour, right?

DOCTOR GORDON:  Yes.

DOCTCR LI NDENFELD:  So, that neans that --

DOCTOR LI PI CKY: So, that does not | ook
i ke that.

DOCTOR LI NDENFELD: It does not |ook |ike
that, at least ny interpretation is.

DOCTOR HOMCY: | think | can clarify.

t hi nk now I understand what you are saying.
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What's being said is that the -- this is
the data fromwhich her table was cal culated, | think
what she's calculating is the percentage of patients
who are 80 percent at one hour. And so, what this
graph says is that about 50 percent of the patients at
one hour are at 80 percent platelet aggregation in the
smal | study. At steady state, what Doctor Getler
said is also correct, so at the bolus you can see you
are at about 90 percent at five mnutes, it bounces
up, but still the level of platelet aggregation in
PPACK, the nmean is 80 percent, but if you calculate
the standard deviation from this, in ternms of the
patient popul ati on, about 50 percent of the patients
are below and about 50 percent of the patients are
slightly above. At four hours, that's inproved, and
at steady state 90 percent -- over 80 percent of the
patients are 90 percent inhibited.

| hope that hel ps.

DOCTOR GRETLER: Right, in fact, at 24
hours there were 84 percent that were at |east at 80
percent inhibited, at 48 hours and 72 hours the
nunbers get smaller, but 100 percent of the patients
wer e above 80 percent.

CHAlI RPERSON PARKER: || eana?

DOCTOR PINA:  Yes. M question is to back
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you up for a few mnutes. Wen you did your platelet
aggregation at the end of your first trial, and you
realized that the analysis of platelet aggregation
with the citrate may not be as accurate as you would
like it to be, or, perhaps, not as physiologic, you
went back to the drawi ng board and recal cul ated a new
dose.

VWhat |'mseeing here is, this is the sub-
study fromthe subsequent study, where you had al ready
chosen a higher dose, in other words, in PURSU T, did
you do sone interim studies to make sure that you
chose a dose that adequately addressed this? |n other
words, how did you choose this dose? | saw how the
curve noved to the right with the PPACK anal ysis, so
you i ncreased your bolus, how did you cone to a higher
i nfusi on dose? What studies did you do? Am|1 clear
in ny question?

DOCTOR CRETLER Yes, I believe |
under stand your question, and the answer is, we did
not do any studies in man. The 182.0 regi nmen was the
hi ghest dose ever given to patients at the tinme we
started the PURSU T study, and it was derived based on
the in vitro data that | showed you

And, as | showed vyou, the bolus was

increased only slightly, because we knew that the 135
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m crogram per kil ogram bol us just barely reached the
80 percent target that we wanted, but we knew the
infusion really fell short. So, the infusion rate was
the one that was really increased.

DOCTOR PINA:  So, your increase from an
i nfusi on of about three --

DOCTOR GRETLER:  Yes.

DOCTOR PINA:  -- to five was enpiric in
t hat sense.

DOCTOR GRETLER:  Yes, it was based on in
vitro data.

DOCTOR Pl NA: Did you have any data on
bl eedi ng conplications at that infusion | evel fromany
of the previous data within the conpany?

DOCTOR GRETLER:  No, we did not.

DOCTOR KITT: W did, on the other hand,
recognize that we had not yet studied that dose in
man, and we took this approach to go directly in the
PURSU T study to 182.0 based on the safety profile
that we saw in | MPACT II. Doctor Getler put up the
instance of mjor bleeding, in which there is
virtually no difference between the two groups in
maj or bleeding. So, we felt as though, nunber one, we
had a good safety profile as a foundation to nove up.

The second, as | believe you' ve seen in the review of
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PURSU T, is we inserted a safety review at 300
patients, recognizing that this was the first tinme
we'd been up that high. And, the Data and Safety
Monitoring Conmttee was charged with verifying that
in this, so to speak, small group of patients, 300
patients, that the safety profile was, indeed,
reasonable, and, once again, we inserted the 1.3
continuous infusion in PURSU T just, again, because of
a concern of safety.

But, the direct answer is, we did not have
any data like this before PURSU T started, however
we've calculated what the level of pl asma
concentration we needed in PURSU T to achieve this
| evel of platelet aggregation and, indeed, we are very
pl eased to see that we hit it.

CHAI RPERSON PARKER:  Ckay.

Can we pursue PURSUI T?

DOCTOR HARRI NGTON:  Thank you.

If | could have ny first slide.

VWat |'d like to do over the next 20
mnutes is to present to you the primary results of
the PURSUI T trial, and I'd like to start with sone
background and rational e, sone of the underpinnings of
the trial as conceptualized by the investigators and

by the Steering Conmtt ee.
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To try to get at sone of the issues of dose
sel ection, and what the thinking was of the
investigators as we designed the trial, we'll walk you
through in some detail the study design and the
t houghts of the Steering Commttee at that particul ar
timte. W'Ill then share with you the primary efficacy
and safety results, and try to provide sone clinical
perspectives in concl usion.

Unstable angina, as is no surprise to
anyone on this commttee, is clearly a global public
health problem It's been estimated that there are
greater than a mllion patients presenting annually to
both U S. and European physicians with the probl em of
acute coronary syndrones w thout ST segnent el evati on.

One of the difficulties, both in diagnosing
and in treating the population wthout ST segnent
el evation is the heterogeneity of the population. ST
segnent el evation acute coronary syndrones, by and
|arge, are pretty sinple both to diagnose and to
treat. These patients are having acute nyocardi al
infarction and they need reperfusion therapy.

The group of patients w thout ST segnent
el evation are a bit nore heterogenous, and that is
that in retrospect it mght be discovered that that

patient had, in fact, been having an M, they nmay have
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been found to have unstabl e angi na, neaning a syndrone
wi t hout nyocardial necrosis or, in fact, a small
mnority of these patients may turn out to have non-
cardi ac chest pain.

In part, because of the heterogeneity of
the population, there has been heterogeneity in
treatnent, in both nedical strategies as well as
i nvasi ve strategies utilizing cardiac catheterization
and revascul arization has been enployed in the
managenent of these patients.

Recognizing this, the Steering Commttee at
the tine felt that there were limtations and probl ens
with previous trials |ooking at new drug therapy or
treatment strategies in the population of patients
W th unstabl e angi na.

W felt that many trials focused on narrow
popul ati ons, whereby it was testing a pat hophysi ol ogi c
proof of concept. |In nmany of these trials, there was
a mandated treatnment strategy that included either an
i nvasi ve approach, utilizing cardiac catheterization
or vascularization, or a nore nedically-oriented
approach, and it was felt that this forced clinicians
to extrapolate the results froma narrow popul ation to
a broad clinical practice.

PURSU T, therefore, was conceptualized and
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designed as a large sinple trial, to enroll a broad

gl obal popul ation of patients into the trial. 1In a
sense, this was an all coners trial. Al treatnent
deci si ons, including any decision for cardiac

cat heterization and revascul ari zation were solely left
to the discretion of the treating investigator w thout
any protocol mandat es.

It was then felt by the investigative group
that we would be able to examne a new therapy in a
clinically-relevant popul ation, and, in addition, gain
incites into both the heterogeneity of patients in
practice, as well as sone sense of the outcone of
patients in this very diverse group

What you see here is the study design for
the PURSU T trial. Patients who had ischemc pain
occurring at rest wthin the previous 24 hours were
eligible for enrollnment. They then also needed sone
sort of objective evidence of coronary di sease. They
needed to have either electrocardi ographic changes,
which would be suggestive of ischema, ST segnent
depression, T-wave inversion, transient ST segnent
el evation or they needed at the tinme of enrollnment to
al ready have evi dence of nyocardial necrosis with the
appearance of a positive CKMB fraction.

As | said, treatnment decisions were left to
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the discretion of the enrolling physician, and that
i ncluded other nedical therapies, like Aspirin and
Heparin, though both were highly recommended.

Patients were then randomzed initially in
a three-way schene to two doses of eptifibatide, a
common bolus dose of 180 mcrogram per kil ogram
followed by an infusion of either 1.3 or 2 m crograns
per kilogram per mnute. As has already been
di scussed by Doctor Getler, with the I|aboratory
findings that the 180 2.0 dose woul d probably provide
high levels of platelet inhibition, this was the dose
of interest to the investigators. Because, as has
al ready been pointed out, these doses had not been
studied in any broad sense in a patient popul ation, we
i ncluded a | ow dose group

Now, as part of the charge of the trial, it
was prespecified in the protocol for an independent
Data Safety Monitoring Board to review the data at
approximately 3,000 patients, at which tine this
i ndependent Data Safety Monitoring Board woul d have
access to the safety data of the trial, the bl eeding,
the strokes and the nortality. They would then, based
upon this data, nmake a decision if the high dose group
appeared to have an acceptable safety profile to

di scontinue enrollnment into the | ower dose group and
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continue for the remainder of the trial in a two-arm
fashi on.

Bot h i nfusi ons were given up to the tine of
hospital discharge, again, in Kkeeping wth the
clinically-based practice approach, or 72 hours,
whi chever cane first.

Recogni zing the benefits of antiplatelet
therapy in the patients undergoi ng angi oplasty, if an
angi opl asty was perfornmed near the end of the 72-hour
i nfusion, patients could get an additional 24 hours,
up to a total of 96 hours.

As |'ve said, this prespecified review
occurred at approximately 3,200 patients. The
i ndependent conmm ttee had access to the safety data,
and they, in fact, selected the |ow dose group to
dr op. Enrollment in the trial continued throughout
this period in terns of efficiency in the large trial
design and fromthe site investigative point of view
this was a conpletely seanmless transition to two arns.

Exclusion criteria, in the trial of what
one woul d expect of a novel antithronbotic, itens to
try to decrease the bleeding risk, including a history
of recent bleeding, recent surgery, history of
henmorrhagi c stroke, a variety of |aboratory findings

whi ch m ght predi spose patients to bl eeding risk.
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On this slide you see both the efficacy and
safety endpoints of the PURSU T trial. The primary
endpoint of the trial was the conposite occurrence of
death or nyocardial infarction occurring at 30 days.
M/ocardial infarction, as the primary endpoint of the
trial, was all to be adjudicated by an independent,
blinded Ainical Events Coonmttee, and we'll have nore
on this in the next slide.

There were a host of secondary endpoints,
of which sonme I've included on this slide. W were
interested in the wearly effects of the drug,
remenbering that the drug woul d be given for between
72 and 96 hours, and also at the seven-day period,
which was felt to represent approximately the tinme
that nost of these patients would be going home from
t he hospital

W were interested in the question of
medi cal treatnment versus PTCA treatnent, and we were
also interested at follow ng these patients out to a
nore internmediate tinme point at six nonths.

Bl eedi ng was carefully ascertained in the
trial and two nmeasures of bl eeding were perforned, the
GUSTO scale, which depends upon an investigator-
determ ned definition of bleeding, mainly based on

transfusion requires and the presence or absence of
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henodynam c stability. The TIM scale is basically a
| aboratory-derived definition of bleeding, and we'll
show you both of these results as well.

Finally, strokes, particul arly,
intracranial henorrhage, were all carefully revi ewed
by an independent events conmmttee that included
neur ol ogi st s.

The clinical events process was to ensure
that in this large trial that took place in over 27
countries that we had adequate systematic and
standardi zed review of the suspected endpoints. Al
suspect ed endpoints were identified in a conputerized
al gorithmof the database, |ooking at case report form
vari abl es, ancillary form variables, i ncl udi ng
rehospitalization forns, and data from an i ndependent
el ectrocardi ographic core laboratory. |[|f an event was
suspected by the events by this review, and by the
Events Conm ttee process, source docunentation would
be col | ect ed.

There was then independent review by two
cardiology fellows, looking at the details of the
case. |If the cardiology fellows agreed that an event
had occurred, or had not occurred, the case was
considered adjudicated and finished, with the

exception that there was quality control done on
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approxi mately ten percent of these agreenent cases.

| f there was di sagreenment, this went to a
faculty review, whereby senior cardiologists would
review the case in detail and arrive at a consensus
deci sion as to whether or not an event had occurred.

The statistical assunptions behind the
trial, based on results from previous trials, nuch
smaller trials in this area, were that there woul d be
an estimated pl acebo event rate, death and mnyocardi al
infarction conposite occurring at 30 days of
approximately eight to 8.5 percent. It was felt that
approxi mately 9,400 patients would need to be enrolled
into the two primary treatnment conparisons to have 80
percent power to detect a 20 percent reduction in the
primary endpoint. This translates to an absolute
reduction of approximately 1.7 percent at an al pha
| evel of .O5.

DOCTOR MOYE: That's two tailed, right, or
not ?

DOCTOR HARRI NGTON:  That's correct.

DOCTOR MOYE: Two tailed?

DOCTOR HARRI NGTON:  Correct.

DOCTOR MOYE: Thank you

DOCTOR HARRI NGTON: Enrollment for this

trial began late in 1995 and ended in md-January,

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

78

1997, a total of alnost 11,000 patients were enrolled
in 27 countries in over 700 investigate sites around
the world. On this slide, you see the representation
of countries involved in the trial, and I'll point out
that the highest enrollnment country was the United
States, counting for 4,000 of the alnbst 11,000
patients. The next |argest region of the world was
West ern Europe, contributing another 4,000 patients,
and then there was enrollnent in Eastern Europe and
Latin Anerica.

What you will see fromhere on in, when
speak both to the baseline characteristics, sone of
the procedural details, as well as the efficacy and
safety results, are the primary conparisons in the two
treatment groups, the eptifibatide 180 and 2 dose, and
the control group

|'ve included only very few of the baseline
characteristics. Mre details are in your briefing
documents, but you can see that this is a pretty
typi cal non-ST segnent el evation popul ation, with the
medi an age in the md 60s, approximately a third of
the patients being fenmale, the typical distribution of
cardi ovascular risk factors, and a fair anount of
previ ous revascul ari zation that had taken place in the

popul ati on were 12 percent having previous CABG and
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about ten percent having undergone previous
angi opl asty.

The great majority of these patients, over
90 percent, had sone sort of electrocardiographic
abnormality at the tine of enrollnent. These are not
mut ual |y exclusive, since a patient m ght have nore
than one type of EKG finding. The majority of the
patients had either ST segnment depression or T-wave
i nversion. About 14 percent of the patients had
transient ST segnent elevation as their entry
criteria.

In retrospect, it was felt by ascertai nnent
of the enzynmes, and by review of the case report
forms, that approximately 45 percent of the patients
were determned to have been having a nyocardial
infarction at the tine of enroll nent.

What you see on this slide are the in-
hospital cardiac procedures. About 60 percent of the
patients underwent cardiac catheterization, wth
approximately a quarter undergoing sonme sort of
per cut aneous revascul ari zation. Approximately hal f of
t hose under goi ng percut aneous revascul ari zati on had a
stent inplantation. About 14 to 15 percent of the
patients underwent surgical revascularization during

the initial hospitalization.
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What you see on this slide is the primry
endpoint of the trial. This is the conposite of death
and nyocardi al infarction wth the nyocardi al
i nfarctions adjudi cated by the i ndependent commttee.
You can see that here is a statistically significant
reduction in the primary endpoint from15.7 percent to
14.2, an absolute reduction of 1.5 percent. Thi s
effect is mainly driven by the reduction in nyocardi al
i nfarction.

Looking at the time to event curves, you
can see that there is early separation of the two
groups, wth maintenance of the benefit wthout
deterioration in the absolute effect or accunul ation
in the absolute effect out to the 30-day neasurenent
period. The p value here has been cal cul ated using
the log rank test.

Trying to get a sense of where the drug is
exerting its biological effect, |I'mshow ng you here
the time to event curve blown up over the first seven
days. Wat you can see is that there is separation of
the curves that begins around the one-day period, the
maxi mum benefit that's going to be achieved is
achi eved by about the three-day period, and that is
conpletely maintained in terns of absolute benefit to

seven days, where you can see the absolute difference

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

81

bei ng approximately 1.6 percent.

Looking at the data in another way, wth
the odds ratio plots, with the prespecified secondary
endpoint timng of 96 hours, seven days, and the
pri mary endpoint at 30 days, again, a couple things
here worth noting. The absolute benefit that's going
to be seen is seen during the tinme of drug infusion or
shortly thereafter, the end of 96 hours there's an
absolute reduction in the endpoint of approximtely
1.5 percent. That absolute difference is conpletely
mai ntained to the end of the 30-day neasurenent
period. As would be expected, as additional events
are accumulated equally between the two groups,
there's a relative decline in the relative treatnent
benefit.

The primary endpoint of the trial was the
i ndependent | y adj udi cated CEC assessnent of mnyocardi al
infarction conbined with nortality. W also | ooked at
the investigator's assessnent of nyocardial infarction
as part of the conposite, and what you see on this
slide is the investigator's assessnent of the
conposite endpoint at 30 days. You can see a couple
of things, one of which is there's concordance of the
findings with the central adjudicated commttee in

that there is a statistically significant reduction in
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the endpoint, in this case on the magnitude of 1.9 to
2 absol ute percentage points, again, mainly driven by
the effect on myocardial infarction, and you can see
that the overall nunbers of events are |ower, giving
us a larger relative effect, though the absolute
effect remai ns the sane.

You can see in the tinme to event curves,
using the investigator ascertained endpoint, again,
early separation of the curves, conpl ete maintenance
of the absolute benefit out to 30 days.

A variety of subgroups were analyzed in the
popul ation | ooking at the treatnent effect. I"'monly
going to show you a small handful of them here, the
rest are in the briefing book. You can see that
overall there is a nice consistency of the treatnent
effect in a variety of the subgroups that were | ooked
at, with the exception of gender where the point
estimate for the treatnent effect in females favors
pl acebo.

As stated in the beginning, this was a
trial that took place in 27 countries and over 700
i nvestigative sites. There were four distinct
geographic regions that took place in the trial and
managed by the two coordinating centers. Over 80

percent of the patients were enrolled in North Amrerica
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and Western Europe.

Here you see the odds ratio plots with the
point estimate, the size of the point estimate
representative of the relative proportion of patients
enrolled fromthat region. Wat we can see, as we've
seen in sonme of the other large international trials,
is that there is sonme geographic variability here that
all point out that the wi de confidence intervals in
both Latin America and Eastern FEurope Ilikely
representative of the smaller sanple size fromthose
regions. This is fromthe CEC adjudi cated endpoint.

If we ook at the investigator endpoint in
the four regions, using the investigator-determ ned
myocardial infarction, you can see on this slide
agai n, broad confidence intervals in Eastern Europe
and Latin Anerica, and the point estimtes al
favoring eptifibatide.

One of the question that mght arise is,
what kind of nyocardial infarctions are actually being
prevented in this trial by treatnment wth the
antiplatelet agent. On this slide, you see an
anal ysis looking at all of the nyocardial infarctions
identified, these are the events identified by the
Clinical Events Commttee, and then |ooking at the

large infarctions, large infarctions being defined as
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CKMB elevations greater than five tines the upper
limt of normal, as well as Qwave infarctions. You
can see that these large infarctions nmake up
approximately a third, or alittle nore than a third,
of the overall nyocardial infarctions. There's a nice
trend towards treatnent benefit here, reducing the
|arge infarctions from5.4 to 4.5. You can see when
you conbine that wth death the effect on the
conposi te here.

If we ook at the Qwave infarctions, |
think a couple of interesting things stick out here,
one of which, as has been expected, the relative rate
of Q wave occurrence in this population is quite |ow
Nonet hel ess, there's a nice effect here on the @
waves, reducing themfrom11l.7 to 1.1 percent.

The six-nonth data on this popul ati on has
recently becone available, and what we are going to
share with you on the next two slides are the six-
month nortality outconmes, as well as the six-nonth
conposite of death and nyocardial infarction. 1In the
time to event curve, you can see that there is no
effect on nortality neasured out to the end of the
si x-nmont h observati on peri od.

I n measuring nyocardial infarction beyond

30 days, we relied on the investigator-determ ned
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infarction occurring between 30 days and 180 days as
part of the endpoint. These events were all confirnmed
t hrough ascertai nnent of hospital discharge records,
but they were not independent adjudicated by a
Cinical Events Conmttee. Therefore, on this slide
|"ve included the nyocardial infarctions through 180
days as assessed by the investigators to give sone
overal | consi stency.

You can see again the early separation of
the curves with maintenance of the benefit, the
absol ute reduction at the end of six nonths to be 1.5
percent and the conposite of death or M, and you can
see the p value here on the bottompart of the screen.

Wl |, safety is obviously an inportant part
of the termnation of a novel antithronbiotic, and
what you see here is the stroke rates in the trial in
the two treatnent groups. Al strokes, all suspected
strokes, were independently adjudicated by this
comm ttee, t hat i ncl uded representation from
neur ol ogy. The overall total nunber of strokes is
very simlar, and inportantly, there is no increase in
the risk of primary henorrhagi c stroke.

Wth regard to bl eeding, you see bl eeding
represented on this slide in two fashions, using the

TIM scale, as well as the GQJUSTO scale, and there is
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an increase in bleeding whether neasured by the TIM
scale, a laboratory-derived nethod of determ ning
bl eedi ng, or the GUSTO scal e, based nore on clinica
characteristics, and there is an increase in bl eeding
conparing placebo to the antipl atel et agent.

As we try to get a sense of where this
bl eedi ng was occurring, we |ooked in the patients who
had the nost severe form of bleeding, the major
bl eedi ng, at where the bl eeding was occurring. 1In the
bl eedi ng, fromnine percent to al nost 11 percent, the
maj ority of those mmjor bleeding events occurred in
the patients undergoi ng surgical revascul arization

| nportantly, there's no increased risk of
bl eeding in those patients undergoi ng bypass surgery
who had received the antiplatel et agent.

In a simlar fashion, we |ooked at that
group of patients receiving PTCA and there is a risk
of bleeding that's increased with the antiplatelet
agent, though the overall nunbers here are quite
smal |

Looki ng at bl eeding in yet anot her way, the
transfusion, the way that the GUSTO scale is derived
fromthe requirenment of transfusion and whether or not
it's associated with henodynamc instability. What

you can see on this slide is that there is an increase
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in need for transfusion in the patients treated with
the antiplatelet agent, and you can see that this
occurs over all the nunber of units required by the
particul ar patients.

Agai n, the sane type of analysis that you
saw two slides back, |ooking at where this bl eeding
occurr ed. The majority of bleeding and transfusion
requirenents in this popul ation occurred in the group
of patients undergoing surgical revascularization,
and, inportantly, there was no increase in the risk
added by treatnent with the antipl atel et agent.

Thronbocytopenia has certainly been a
concern with this overall group of -- this class of
dr ugs. In the protocol, the definition of
t hr onbocyt openi a was pl atel et count | ess than 100, 000
occurring during the hospitalization or a decrease of
greater than or equal to 50 percent from baseline. W
al so | ooked at nor e pr of ound | evel s of
t hr ombocyt openia of |ess than 50,000 nadir and |ess
than 20,000 nadir counts. Wat you can see here is
that the general |evel of thronbocytopenia, there is
no increased risk with treatnment with the antipl atel et
agent, at the nore severe |levels of thronbocytopenia
the overall nunbers here are quite |low, but there is

an excess in the eptifibatide treated group, noving it

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

88

to Il ess than 50,000 by an excess of seven as well as
in |less than 200,000 an excess of seven, noving from
two cases out of 4,600 to nine cases out of the 4, 600.

To put this in some sort of clinical
perspective, what |'ve displayed on this slide is the
events prevented per 1,000 patients treated, and if we
| ook at the various tinme points and | ook at whet her
it's the CEC derived definition of the endpoint, the
primary endpoint of the trial, or the investigator's
determ nati on, that there's roughly 15 events
prevented per thousand patients treated at all of the
time points.

So, in conclusion, PURSUT is the |argest
trial of acute coronary syndromes w thout persistent
ST segnent el evation that has been perforned to date.
In the concept, as designed by the Steering Commttee,
we were able to enroll a global distribution of
patients and to examne a global distribution of
managenent strategi es. There was a clinically
relevant and a statistically significant reduction in
the primary death/M conposite which was observed at
all tinme points.

The greatest benefit of treatnent was
observed in North Anmerica. Inportantly, and in

distinction to other agents such as the thronbol ytic
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agents, there was no increased risk of henorrhagic
stroke, and the increased bleeding wwth eptifibatide
mainly was that, was access related in the
interventionally treated patients and nmanageabl e from
a clinical point of view

PURSU T thus confirnms the inportance of
pl at el et - dependent t hronbosi s in t he adver se
conplications of the acute coronary syndronmes, and
eptifibatide reduced the irreversible clinical events
of the conposite of death and nyocardial infarction
with an acceptable safety profile.

Thank you.

|"d now like to introduce Doctor -- do you
want me to hold on for questions?

CHAlI RPERSON PARKER: | guess | wasn't quick
enough there. I'"d open it for general comments,
starting with our primary reviewer, John Di Marco.

DOCTOR Di MARCO  Coul d you clarify for nme
the pattern of CK drawi ng, |ooking at the protocol it
| ooked Ii ke eight and 16 hours after the start of the
infusion were the only tines that were prespecified,
t he other CKs, which accounted for a |arge nunber of
your events, were sort of randomy drawn?

DOCTOR HARRI NGTON:  The trial was desi gned

to mmc clinical practice, and so the enzynes that
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were drawn were drawn at the invest -- what they did
in standard clinical practice. So, we wanted the
early enzynes to determ ne whether or not an event had
occurred at the tinme of enrollnent, so as not to be
confused with an endpoint event, and so those were
prot ocol mandat ed.

After that, this is a group of patients
that typically would have enzynmes drawn based upon the
investigator's particular hospital, every eight hours
for the first 24 hours, every 12 hours for 24, and
then woul d be done with suspected i schem c events.

If you like, | can show you what kind of
enzynme ascertai nnment we had for the popul ation.

DOCTOR DiMARCO | would like to see that
i f you have that.

DOCTOR HARRI NGTON: Coul d we have t he back-
up slide 466? Wat you'll see is that because we were
very aggressive about collecting enzynes, we actually
had done a better job of this than we have done in
previous trials in a simlar popul ation.

Many of you will be famliar with the GUSTO
l1b trial, a trial of a thronbin inhibitor in this
simlar population. This is |ooking at the enzynes CK
and CKMB per patient by the various geographic

regions. Now, in GQUSTOthe only conparison we have is
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North Anerica and Wstern Europe. These are the
medi ans with the interquartile range in parentheses.
You can see that the median CKMB in North America was
four, the interquartile range given here, conpared to
three in GQUSTO I, Western Europe five, three, Latin
America four and five. So, we think we actually did
a pretty good job of getting enzynes in this trial
that were then available to the Cdinical Events
Comm ttee for review

DOCTOR Di MARCO.  Agai n, going back to the
protocol, the protocol really described a dinical
Events Commttee that was i ndependent and blinded, and
by your presentation it turns out that it is nostly
two cardiac fellows, is that correct?

DOCTOR HARRI NGTON: The dinical Events
Commttee, the review --

DOCTOR DO MARCO |I'mtold two Duke cardi ac
fellows, so --

DOCTOR HARRI NGTON: -- actually, the
fellows cane from all over the country. W used
fellows froma variety of Steering Cormittee sites,
including Cleveland dinic, Baylor, Mayo Cinic, et
cet era.

But, yes, the primary review, as we've used

inall of our trials, has predom nantly been done at
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the Phase | level by cardiology fellows who have
conpleted their clinical training and who are in their
research part of their training. So, these are fully
clinically trained cardiology fell ows.

As part of that understanding that these
are, in fact, fellows, we instituted the quality
i nsurance review by the Faculty Commttee. O the ten
percent of cases that go to the Faculty Commttee, a
coupl e of cases are overturned by the comnmttee, but
virtual ly none have been overturned, and this is very
much in keeping with GUSTO II, the IMPACT trials,
previous trials with other platelet agents, et cetera.

So, the system has evol ved over about the
past seven or eight years to where |'ve described
t oday.

CHAl RPERSON PARKER:  Just so | under st and,
it wasn't always the sanme two cardiol ogy fell ows.

DOCTOR HARRI NGTON:  That's correct.

CHAlI RPERSON PARKER: How nmany peopl e were
i nvol ved in the adjudication process?

DOCTOR HARRI NGTON:  There was appr oxi mat el y
ten cardiology fellows that were involved in the
process. W tried to use the same group per trial.
They undergo detailed in-servicing by the faculty

director, as well as the principal investigator of
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that particular trial, and there's a |lot of checks in
pl ace whereby they can ask questions as to specifics
of the protocol, et cetera.

W used the sane Faculty Conmttee for the
entire trial as the second | evel review

DOCTOR D MARCO.  Anot her question is, when
you did, or at least you did a safety analysis after
about 4,000 patients, but it also says that you al so
| ooked at the data at that tine, at sone point, even
t hough it was not included. And, when |I | ook at the
event rates that are given on page 131 and then given
on page 61, the event rates for the first 4,000
patients | ook considerably | ess, now maybe soneone can
tell me the statistical significance, than in the
conplete trial, and | find that surprising, because it
| ooks |i ke you nmust have had maybe a 25 percent hi gher
event rate in the second, in the second two thirds of
the study, or the latter two thirds of the study, why
did that occur, particularly, since at the begi nning
you had no difference between groups and then |ater
with a higher event rate in the second part of the
study you do see a difference.

DOCTOR HARRI NGTON: Two i ssues, the first
of which is what took place at the interimreview At

the interimreview, that was specified to determ ne
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the dose, it was just safety issues that were | ooked
at. Bleeding was available, and 1'Il point out that
although it took place at 3,200 patients, 3,200
patients worth of data was not avail abl e yet because
of the -- you know, the logistics of getting the data
into the coordinating centers, but a substantial
anount of data, close to 3,000 patients, was avail abl e
for review

Safety was | ooked at, bl eeding, as reported
by the investigator, strokes, as reported by the
i nvestigator but not yet adjudicated by the conmttee,
SO0 suspected strokes, and nortality. At the tine that
the commttee nmade the decision they did not have
access to nyocardial infarction to nmake that deci sion,
and they did not have access to the conposite of death
and nyocardial infarction, so it was mainly based on
safety.

The deaths that had occurred by that point
of their reviewwere, | think, approximately 13 in the
pl acebo group and 15 in each of the two eptifibatide
gr oups.

We al so point out that the event rate was
| ower at that point than we subsequently saw, it was
approxi mately 13 percent versus about 15 percent that

we saw |l ater on
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DOCTOR D MARCO  Well, later on you nust
have seen 17 percent.

DOCTOR HARRI NGTON: Because when you --
right -- if you look at when different sites canme up,
predomnantly early on, this was U. S. representation,
so sonme of what we are seeing are sone of the
geographic variations in the event rates. The United
States canme up first, and a large portion of that
3,200 patients represents the United States'
experience and the early Western Europe experience.
As the trial went on, then there were, you know, nore
sites com ng up successively over that 13, 14-nonth
period of enroll nent.

DOCTOR Di MARCO: |'"'m sorry, was there a
difference in sites geographically, in terns of event
rates? | didn't see that.

DOCTOR HARRI NGTON:  In terns of the -- we
can show you the treatnment effect by the geographic
regi on.

DOCTOR Di MARCO What were the placebo,
were the placebo rates different fromvarious areas?

DOCTOR HARRI NGTON:  They varied across the
geographic regions. W can pull that up for you, if
you' d like to see it. Do you want to see that?

DOCTOR Di MARCO. Yes.
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DOCTOR LI NDENFELD:  Yes.

DOCTOR HARRI NGTON:  Coul d we have slide 65?
You can see, this is the death and nyocardi al
infarction at 30 days by geographic region. These are
the dinical Events Commttee adjudicated results, and
what you can see, the absolute event rates here, event
rates in Eastern Europe of al nost 20 percent in both
groups, 21 percent eptifibatide over the United
States, mainly representing North Anmerica, 4,000 of
the 4,300 patients, 15 percent. So, sone variation,
14 percent, 15 percent, alnost 20 percent.

DOCTOR D MARCO  So, what you are saying is
the higher rate is nostly comng from Eastern Europe.

DOCTOR HARRI NGTON: There is a hi gher event
rate in Eastern Europe, that's correct.

| think Kerry Lee mght want to have a
comment here.

DOCTOR LEE:  John, if | could just conment
with regard to the question you' ve rai sed concerning
t he appearance of |ower event rates in those earlier
patients. There are two things | would enphasi ze.
One is, you'll recall that in the early phase of the
trial we did not enroll patients over the age of 75.
There was a cap on that until we had sone experience

with the safety profiles of these drugs.
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So, the population of patients in that
first -- that early part of the cohort did not include
el derly patients, that's point nunber one.

Poi nt nunber two is that, at the tinme that
the Data and Safety Monitoring Board reviewed the data
to make the decision or the recommendati on about going
forward with one of the dose arns, we had very little
adj udi cated information, and as you have seen and w ||
see, perhaps, further, the event rates are hi gher when
we include the adjudicated data than they are based on
the investigator assessnent alone, and it was that
i nvestigator assessnent al one data that provided the
predom nance of the information that was avail abl e at
that key neeting of the Data and Safety Monitoring
Boar d.

DOCTOR KONSTAM  Could | follow up on the
geogr aphi c issue?

DOCTOR HARRI NGTON:  Yes.

DOCTOR KONSTAM | know you are going to
get into the issue of the patients wundergoing
intervention later on, but just while you have the
geogr aphic spread up there, can you tell us how nuch
of that difference by geography was driven by
difference in intervention occurring or explainable on

the basis, because |I'm sure there was an enornous
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difference in the interventional rates across the
geogr aphy as wel | .

DOCTOR HARRI NGTON: Yes, it's a good
gquestion, Doctor Konstam

If you |l ook at the point estimates here, in
fact, the point estimate favors placebo for both
Eastern Europe and Latin Anerica, and as | point out
there's broad confidence intervals. When you do a
formal statistical test, |ooking for heterogeneity
anongst the regions, in fact, that test is not
significant.

So, there's a possibility that the
treatnent, as a matter of fact, could go the other
way . There are other issues that we've |ooked at.
Part of that | think you'll get at in the next
speaker, when we do go through, there are sone pretty
broad differences in the interventionally treated
groups by the region.

"Il also point out that there are sone
basel i ne denographic differences anongst the regions,
that patients are a little bit different. |In Eastern
Europe, al nost 50 percent of the patients are fenale.
In Eastern Europe, there is al nost double the reported
rate of heart failure at the tinme of enrollnment, 20

percent versus ten. There's a difference in the use
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of Heparin. 1In the United States, 98 percent of the
patients get treated with Heparin, in the other
regions it's in the low 80s to below 80, so there are
sone differences, both in the treatnent decisions, as
well as in the type of baseline characteristics these
patients had.

DOCTOR KONSTAM  Ckay. Well, maybe we'l|
get back to it when we are talking about the
interventions, but | really am interested in this
guestion of the differences in intervention rates by
geogr aphy, and granted not statistically significant
difference in the ratios across geography, but it
| ooks different to ne, and | just wondered how much of
that is driven by the interventional differences.

DOCTOR HARRI NGTON:  Ri ght .

DOCTOR KONSTAM  And, we can deal with it
later or now, but I'd Iike to focus back in on that.

DOCTOR HARRINGTON: | think it will help
you a lot to see the next presentation for that
guesti on.

| agree with you, | nean, the investigators
ook at this as well, and look for what those
differences mght Dbe, and the differences in
intervention, in particular, are striking.

DOCTOR LI NDENFELD: Just along that sane
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line, can you tell us, since there was this gender
di fference, how many wonmen conpared to nmen had an
i ntervention?

DOCTOR HARRI NGTON: Again, it's region
specific, and if we | ook at the gender --

DOCTOR LI NDENFELD: But, just across the
total study.

DOCTOR HARRI NGTON: -- it's roughly the
same, about 25 percent of the overall population had
i ntervention and wonen are roughly the sane.

CHAI RPERSON PARKER:  Lenf

DOCTOR MOYE: Just to avoid confusion, the
anal ysis that we have seen, and all the anal yses that
we have seen have been intention to treat?

DOCTOR HARRI NGTON: This is the all
random zed patient anal ysis.

DOCTOR MOYE: Every patient that was

random zed - -

DOCTOR HARRI NGTON: Is included in the
anal ysi s.

DOCTOR MOYE: Ckay.

Well, | apologize if | mssed this, but I
didn't see any report, | don't renenber seeing a

report, about vital status, or infarct status at

trial's end, did you have any patients w th unknown
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vital status here?

DOCTOR HARRI NGTON: W can show you that.

DOCTOR MOYE: Ckay. If | missed it, |
apol ogi ze.

DOCTOR HARRI NGTON: It's a very small
nunmber of patients, | think in the 30-day period it
was about 22 randomy distributed that were not -- of

the 11,000 that we did not have the -- 20 patients, do
you have that slide? | think it's slide 20.

Here you see on the top line is the
patients random zed, lost to follow up at the 30-day
period, 22 patients, with a distribution anongst the
groups, and then the other ways of |ooking at the
data, how many patients were not actually treated, as
Doctor Tcheng al ready alluded to, 99 patients out of
the total sanple.

DOCTOR MOYE: Well, you are certainly
right, that's a small proportion of the nunber of
patients random zed, but nmaybe a nore realistic
exam nation is to conpare that nunber with the nunber
of events you had in the groups, because it my be
they are maki ng assunptions -- no, let me just ask to
make sure |I'mnot making the wong assunption, lost to
foll ow up nmeans you don't know whether they were alive

or dead at 30 days, is that right?
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DOCTOR HARRI NGTON:  That's correct.

DOCTOR MOYE:  So that, therefore, we could
make assunptions, differential assunptions about the
patterns of death that m ght be, we don't know, but
that m ght be, that woul d change our interpretation of
the results of the trial.

DOCTOR HARRI NGTON:  That's correct.

DOCTOR MOYE: W coul d assune, for exanpl e,
that all the patients, the 14 patients -- well,
actually, the high dose nass here, the 12 patients in
the Integrilin high dose if they, in fact, died, what
i npact woul d that have on your p val ue?

DOCTOR HARRI NGTON:  I'mgoing to defer to
Kerry Lee here, who is at the m crophone.

DOCTOR LEE: Thank you.

This is an inportant issue, and |
appreciate the fact that you've raised it, and 1'd
like to just add a little nore perspective, if |
coul d, pl ease.

You see in the high dose eptifibatide arm
there were 12 patients, eight in the placebo, that's
a total of 20 patients in these two primary treatnent
arms With m ssing 30-day status.

Now, with the exception of one patient, one

of the 12 in the eptifibatide arm all of these 20
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patients were foll owed through hospital discharge. It
wasn't as if they were imedi ately | ost, we had data
t hrough hospital discharge, the period of tinme when
nost of the events are occurring in these patients.

And, with regard to several of the other
patients, we actually had data beyond 20 days. So, we
just didn't get the 30-day contact in several of these
patients. So, that's one point. W did have sone
followup data through hospital discharge and no
events occurred in these patients.

Secondly, in the process of the collection
of the longer term followup, subsequent to the
cl osure of our database for the 30-day data, but in
the process of collecting additional six-nonth data,
we have now obtained additional information even on
sone of these patients that were lost. For exanple,
there are four of the 12 that are known to be alive
and event free, three of the eight in the placebo arm
we now have follow up, known to be alive and event
free. So, this 22 patients, when you really eval uate
the information that we have at our disposal, reduces
to a very small nunber, which | think is a remarkabl e
acconplishnment in a trial of nearly 11,000 patients.

DOCTOR Di MARCO:  If you did a worse case,

t hough, and all the placebo patients are alive, and
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all the Integrilin patients are dead, what happens to

your p value? |Is that --

DOCTOR LEE: | think that that's a very,
very severe, and stringent, and unlikely scenario. |If
you do that analysis it's likely the p value will |ose
its significance. But, | think the likelihood of that

scenario is so small and so renbte as to not nerit
extensive consideration. I think there are
internmedi ate sensitivity anal yses that one coul d do,
for exanple, to take the placebo event rate, apply
that to the Integrilin armand | ook at that.

DOCTOR Di MARCO But, the fact that they
are lost tells you that there is sonething funny about
them so --

DOCTOR LEE: Well, in a trial of 11,000
patients, John, the fact that we've been able to
obtain this information on all but .1 percent of these
patients, as | say, | think for a study involving the
international collaboration that was involved in this
trial is remarkable.

DOCTOR MOYE: Well, | don't think anybody
wants to take away fromthe gigantic effort that you
have undertaken to random ze patients in so nmany
different countries is certainly a worldw de effort.

But, we can't fall into the trap of

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

105

thinking that there is some protection in |arge
nunbers, that is to say that we can |l ose a patient
here or there because we've random zed so nany,
because in the end what it comes down to is not the
nunber of patients who are random zed for this issue
as are the nunber of patients who had events. And,
t he nunber of patients who had events is a very snal
proportion of the 11,000 as well.

And, as we can see in a trial where the p
value is essentially at the margin, then any
assunption that we nake about that would increase the
nunber of events in the treatnment group can push us
over the edge. In fact, | nean, | think that one
conclusionis, is that inthe clinical trials you have
to treat every patient like that patient is the
pati ent that makes the difference, because if you
don't you are going to wind up in a situation just
like this, where an assunption about a small nunber of
patients, eight patients, because you do know about
four of the 12, you do know that four of them are
alive.

DOCTOR LEE: We do, yes.

DOCTOR MOYE: So, it cones down to a
deci si on about eight patients out of 11,000 patients,

assunptions about those eight patients can nmake the
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difference in whether this trial is considered a
success or not.

DOCTOR LEE: If you were to assune that al
patients, all of those eight patients died --

DOCTOR MOYE: Adnittedly harsh assunpti on.

DOCTOR LEE: -- and that none of the
patients where we are mssing data in the placebo arm
had an event, admttedly, a very extrene case, then
this nmay alter one's interpretation of the degree of
si gni ficance.

DOCTOR MOYE: Ri ght.

DOCTOR LEE: If you took a nore realistic
scenario, however, and said, let's take the placebo
event rate and apply that to the Integrilin arm and
assune that that nmany events occurred in the
Integrilin arm that no further events occurred in the
pl acebo arm the p value is still .049, and | think
that's quite a realistic scenario to assess the
sensitivity of these results.

DOCTOR MOYE: If we nmade even the
assunption that one or two of the active group
patients died, that would be -- that assunption,
somewhat mlder than assumng all eight died, even
that woul d increase the p val ue above the margin?

DOCTOR HARRI NGTON:  That's correct.
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CHAI RPERSON PARKER: Can we have a little
bit of exploration as to what that margin is, because
the commttee is being asked a nunber of questions,
eight of them as to what rules guided the interim
anal yses, and this is probably as good a tine as any
to explore those issues.

So, Lem do you want to -- do you have any
guestions about that, because we are -- the Agency is
asking us specific responses to specific questions
very early in the process, when we get to the
questions, and | want to nake sure that the issues
here have been explored for the entire commttee.

DOCTOR MOYE: Ckay.

| think maybe the best way for us to
proceed, because this is a fairly conplicated topic,
is if the sponsor could choose soneone to describe to
us in great detail, with sone clarity, exactly what
occurred during the interim anal yses, how many there
wer e, what decisions were nade, and on what basis was
the decision made -- excuse nme, what strength of
evidence was required fromthe data to cone to the

concl usion that one of the arms shoul d be

di scontinued, with particular attention to, | think,
Amendnent 6.
DOCTOR HARRI NGTON: Kerry, | think, 1is
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going to take care of that.

DOCTOR LEE: 1'Ill be happy to address those
gquesti ons.

Let me preface my comment, however

CHAI RPERSON PARKER: Kerry, if you could
speak into the mcrophone a little bit, | think,

apparently, there's sone difficulty hearing you in the

back.

DOCTOR LEE: Al right, I'll try to speak
up.

Wth regard to the point that was
previously made, | believe that if -- with regard to

the assunptions on the patients that were |ost, just
before we |eave that issue, if tw of those eight
patients died in the eptifibatide arm and none of the
pl acebo patients had an event that would increase the
p value to .049.

CHAl RPERSON PARKER:  But, before we -- it's
. 049 conpared to what p val ue?

DOCTOR LEE: . 05.

CHAI RPERSON PARKER: | don't think so.

DOCTOR MOYE: No, there's an adjustnent
that has to be nmade for interimlooks, which suggests
the p value is .07?

CHAI RPERSON  PARKER: .0478 is the
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t hreshol d.

DOCTOR LEE: Well, again, this is an
interesting question that we could have sone debate
about, particularly, with the statistical -- the FDA
statistical reviewer, who may wish to offer sone
commentary on this. W' ve not been able to duplicate,
| nmust say, the results in the statistical reviewthat
resulted in the statenent that one would need a p
value of .047 in order to declare significance at the
end.

The boundaries that were designed, the
sequential nonitoring boundaries that were designed
for this particular trial, were done in such a way
that there could not only be early term nation of the
study for a positive result, but also early
termnation for rejecting the null hypothesis or the
alternative hypothesis. And, these are asymmetric
boundari es, and they were very carefully cal cul at ed,
so in the end one could do this final conparison at
exactly the .05 | evel.

DOCTOR MOYE: That suggests to me, though,
that there is no penalty for early | ooks.

DOCTOR LEE: There is a penalty for early
| ook.

DOCTOR MOYE: Even though the final alpha
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is the sanme as though there were no | ooks.

DOCTCR LEE: But, it's accommodated for and
taken into account by the overall structure of both of
t hese boundaries, the upper boundary and the |ower,
whi ch had the | ower boundary been crossed early, and
thereby rejecting the alternative hypothesis that we
had a treatnment effect, this has sonme inpact on the
overall level of significance. And, rather than get
into a lengthy debate about this, this was very
carefully calculated and worked out and specified
clearly specified, in the study protocol in
considerable detail, as to exactly what these
boundari es woul d be and how t hey were derived.

DOCTOR MOYE: Now, when these boundari es
are derived, though, you build in the opportunity to
make a deci sion based on the strength of the data, and
at the prespecified times you choose to evaluate the
data in order to nmake a deci sion.

Now, are you saying then that the alpha
t hat you spent when you exam ned the data at each of
t hese prespecified tinmes does not have a neasurable
i npact on the al pha remaining for the final analysis?

DOCTOR LEE: There's no penalty at the end
because, again, of the way that this | ower boundary is

constructed, both the upper and the | ower boundaries
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constructed, that allow us or provide guidance for
termnating the study early and rejecting the
alternative hypot hesi s.

DOCTOR  MOYE: But, still, vyou make
decisions at, what is it, one sixth of the tinme, |
think, and two fifths, and three fifths, you still
make deci sions at those points.

DOCTOR LEE:  Ri ght .

DOCTOR MOYE: | guess |'m not sure where
the alpha is going. | nmean, | appreciate carefu
derivations, but I just don't know -- if you have .05
to spend overall, and you are |ooking early,

appropriately, and, again, prespecified, then it seens
to ne that the .05 alpha that you had totally
al l ocated sone of that has been used up.

And, by nost rules that |'ve seen that
there, therefore, has to be a correction at the end so
that the analysis in the end isn't at an .05 |evel,
but at a sonmewhat smaller |evel, sonetinmes not much
smal ler, but at a smaller |evel.

DOCTOR KONSTAM Can | just, Lem --

DOCTOR MOYE:  Yes.

DOCTOR KONSTAM  -- |I'm not sure what we
are debating about. The overall nom nal p val ue was

what, .042, so this issue only cones up --
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DOCTOR LEE: That's right.

DOCTOR KONSTAM -- With this correction
that we're trying to inpute for the loss of vita
status, which mght nove it over, but how inportant is
that? | nmean, the overall nomnal p value is .042,
whi ch satisfies both issues.

DOCTOR MOYE: Ri ght.

DOCTOR KONSTAM It satisfies even sone
penal ty.

DOCTOR MOYE: But, even with the .042 --

DOCTOR KONSTAM  Ri ght .

DOCTOR MOYE: -- you are making -- or
peopl e make assunptions about unknown vital status.

DOCTOR KONSTAM | understand that.

DOCTOR MOYE:  So, |'m just saying that
alternative assunptions about unknown vital status
lead to alternative p values, and, therefore,
di fferent concl usions about the efficacy denonstrated
in the trial

DOCTOR LEE: | think that's a good point to
nove forward, you know, the study net the significance
criteria, regardless of whether it's .047 or .O05.
Maybe the thing | could do to nove this forward is to
descri be to you what happened at the interimanal yses.

CHAI RPERSON PARKER: Hol d for one nonment.
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Doct or Ganl ey?

DOCTOR GANLEY: Yes. | qguess the only
concern | have about that 1is, what they are
essentially saying, that if this drug is actually
worse than placebo we are going to stop the trial.
Ckay. So, we sonehow preserve or gain sone al pha back
by doing that, and that's, essentially, what they are
sayi ng, because they are creating this boundary for an
alternative hypothesis, so we're sonehow gai ni ng back
sone al pha because we nay stop the trial.

DOCTOR KONSTAM  But, based on --

DOCTOR GANLEY: Now, every trial that 1've
ever reviewed that had nortality, they are always
| ooking at that. Some of them wll have sone
criteria, but |I've never seen anyone gain back al pha
and protect al pha by that nethodol ogy.

DOCTOR KONSTAM Can | just ask, so then
what p value would you like to see satisfied in order
to penalize the observations for the early | ooks?

DOCTOR GANLEY: Well, | think I have to go
wi th what the FDA statistician --

DOCTOR KONSTAM Wi ch was . 0477

DOCTOR GANLEY: .0478.

DOCTOR KONSTAM  Okay, which is satisfied

by the nomnal p value of the overall trial before you
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start making the corrections for the loss of vita
st at us.

DOCTOR MOYE: Ri ght.

DOCTOR KONSTAM  Just to clarify.

DOCTOR MOYE: Every p value has sone
assunption about vital status.

DOCTOR KONSTAM  Right, | understand.

CHAlI RPERSON PARKER:  Ckay.

DOCTOR MOYE: | guess we got into that,
though, just to begin to hear about the decision
pr ocess.

CHAI RPERSON PARKER: Yes. This is one of
several issues that the Agency is asking the commttee
for guidance about, and one of them was what the
degree of preservation of the type 1 error rate was,
so we've dealt with one conponent of that, and |
guess, Kerry, you can continue.

John, did you want to nmake a comment on the
previous issue on the critical p value, because we are
just about to go into other issues related to the
preservation of type 1 error.

And, the only reason we are spending so
much time on this is because the questions fromthe
Agency are, in large part, directed to these issues,

so in order for us to be able to respond to the
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Agency's questions we need to get clarification on as
many of these responses as possible.

Lem go.

DOCTOR MOYE: | had just asked that we
woul d hear the interim analysis.

DOCTOR LEE: Sure, these are excellent
guestions, because this is sonewhat of a novel design,
dropping an arm and the way it was done in this
particular trial.

In terns of the interim analyses, let ne
descri be what happened, and group them first, into
the interim anal yses that were perfornmed where data
were evaluated for safety review. There was concern
with the high dose that was being adm nistered in the
hi gh dose arm of this trial about potential safety
problens. The study was started with patients only
under the age of 75 years being enrolled. The DSMB
was charged then with | ooking at the safety profiles
of the different arns at an early stage to neke a
judgnment as to whether to raise this age ceiling and
allow patients of any age thereafter to be enroll ed.

The first set of data was presented to the
commttee after we had safety information on about 300
patients, and already, at that early point, there was

a sufficient amount of bleeding that the Data and
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Safety Mnitoring Board said we'd prefer to see a
little nore data, safety data, bleeding data, before
we nmake a recommendation that the upper age limt be
lifted.

And so, a nonth |ater we provided themwth
sone additional safety data, infornmation on a little
over 500 patients, and there renmai ned sone residual
concerns, particularly, about bleeding in lighter
wei ght patients. So, they said let's continue to
accunul ate sonme experience, |ook at the data again.

So, a nmonth or so later, after we had
safety information on about 900 patients, the
commttee reviewed that data, they requested at that
particular time sone additional analyses, which were
perforned and a week | ater a subsequent follow up call
occurred, and at that point then the conmttee nade a
recomendation that the upper age |imt could be
lifted, but they also expressed concern to the
i nvestigators about bleeding, particularly, in lighter
wei ght patients.

So, there were four occasions when there
was di scussion with the commttee about safety in this
early part of the trial. On the last two of those
occasions, they didn't see any new data, they just

sinply saw addi ti onal anal yses of data, of previously
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presented information. So, there were four of those
occasi ons.

Then, the next major interim evaluation
occurred for the purpose of making this recommendati on
about dropping one of the arns. That occurred when
just over 3,200 patients had been enrolled, but we had
safety data on about 2,400 patients, and that was the
basis for this particular review

The Safety Conmmttee was presented
extensi ve bl eeding and stroke data, and in addition
they were al so given infornmation about nortality, as
part of their safety eval uation

They did not see any data on myocardi al
infarction, and based on the safety information that
they had they felt confortable in reaching the
deci sion that had been outlined in the study protocol,
that unless there was a safety problem the strategy
was to go forward with the high dose arm That was
the preferred course of action, and that's exactly
what transpired.

There was one additional efficacy analysis
when we had efficacy data on approxi mately 50 percent
of the patients enrolled in these two doses that went
forward through the end of the trial.

DOCTOR MOYE: | guess | just need to ask
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you what will probably be an easy question for you

and, that is, there was a statenent, | think, in an
amendnent that allowed the DSMB to continue both
active arnms, even though they may have deci ded that,
in fact, patients would not be harmed by the higher
dose, they decided to continue both arns, is that
correct or not?

DOCTCOR LEE: That is correct.

Before we cane to the point in tinme where
that nmeeting occurred and they reviewed the safety
data to decide whether to go forward with the high
dose arm there was sone concern in the earlier
nmeetings that had been expressed by the coonmttee as
to whether they would be able to nmake this
recommendation solely on the basis of safety data.

There may well have been a need to assess
the risk benefit trade off and actually see efficacy
data and make this sonmewhat nore conpl ex decision.
And so, the Steering Commttee felt that if they were
unable to make this decision on the basis of the
safety data alone, that it would be preferable to go
forward with all three arns.

DOCTOR MOYE: Wi ch did not happen

DOCTOR LEE: Wi ch did not happen.

DOCTOR MOYE: Right, right.
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And, even if they had gone forward with al
three arns, they made the statenent that the fina
anal ysis would only be placebo versus high dose, is
that correct?

DOCTOR LEE: That is correct.

DOCTOR MOYE:  Ckay.

So, in essence, what we have is in the
initial protocol the investigators agreed to do one
conmparison between the dose that was continued and
pl acebo, and in the end that's essentially what they
di d.

DOCTOR LEE: That's exactly what they did.
The protocol and the intent of the protocol was
foll owed precisely, as outlined.

DOCTOR MOYE: (kay, and there were some
amendnents and conversation in the interim but that's
what they did.

Is it also your point then that you think
it's appropriate not to be penalized for type 1 error,
even though decisions were made in the interimin this
trial?

DOCTOR LEE: | do feel that it's not
appropriate to take a penalty for the type 1 error for
this particular decision of dropping the | ow dose.

The justification for that is that, first
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of all, they did not make this decision on the basis
of the efficacy data.

Now, it is true that they had nortality
information available to them and nortality is one of
the two conponents of the primary endpoint, and so you
m ght say, well, as a result of their seeing that data
there ought to be sone sort of penalty involved,
because if they had seen, potentially, a |large
disparity in the nortality rates between the | ow dose
arm and the high dose arm this m ght have triggered
a different course of action.

But, we know that nortality is not the
driving factor in this primary endpoint, in terns of
di scerning differences between Integrilin and control.
The difference, really, in the efficacy of this drug
is being driven by the nyocardial infarction.

So, the likelihood or the probability that
the commttee would have seen sonething in the
mortality data that triggered a different course of
action, | think is so renote that there's no
adjustnment required for that possibility.

CHAI RPERSON PARKER: But, Kerry, it could
have actually turned out differently. It could have
been that M would have been neutral, and all the

action would have been in nortality and, therefore,
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the provision of nortality data had the potential of
exerting an influential effect, and even neutrality of
nortality data has an inpact on decision-nmaking if one
is trying to assess risk to benefit.

And, just to clarify that, nortality data
was not available to the commttee for any of the
three/four sort of safety anal yses that occurred for
900 patients.

DOCTOR LEE: No, it was.

CHAI RPERSON PARKER: It was.

DOCTOR LEE: The nortality data was
provi ded for those safety reviews as well.

There were not many deaths, | nust say, it
was a very small nunber of events, and the focus of
those reviews was really on the bl eedi ng data.

CHAl RPERSON PARKER:  But, they did receive
the nortality information.

Can we just have one clarification? The
FDA calculation of the alpha left for the final
analysis of .0478 is based on how many interim
anal yses?

DOCTOR GANLEY: | don't think Doctor Nur
is here. OCh, there he is.

DOCTOR NURI:  This is Walid Nuri.

Actually, in reality, there were only two
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interim anal yses, and the cal cul ation was based on
that, and the final analysis cane out that after
applying the Barr and Flemng fornula for cal cul ating
t he al pha spendi ng cane out the final al pha should be
. 0478.

DOCTOR MOYE: . 0478 was the remai ni ng al pha
in your estimtion?

DOCTOR NURI:  Remai ni ng al pha.

CHAI RPERSON PARKER  That was based on what
would be left for two interim anal yses plus a final
anal ysi s.

DOCTOR NURI: That's right, yes.

DOCTOR LEE: | mght just say that our
cal cul ati ons were based on the three interimanal yses
that were outlined in the study protocol.

| mght also invite, if you w sh, Doctor
LI oyd Fischer to conme forward and comment as a nenber
of the Data and Safety Monitoring Board, who was
involved in the review of the data, as this unfol ded.

DOCTOR FI SCHER  Yes. Wth regard to the
choice of the dose, | have a very clear nenory
because, actually, | argued very vehenmently that we
should be allowed to look at efficacy as well as
safety data, because to ne it was |like the sound of

one hand cl appi ng and what you really want to know is
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clinical benefit.

And, | went to -- | was quite obnoxious
about it, and those of you who know ne can readily
believe that, but | went to the point of even forcing
an extra phone call to try to talk theminto it, and
they would not do it. They were adamant that they
didn't want to pay any penalty for power, and the
reason they were doing this was, as you heard, there
wasn't sufficient safety data at the high dose, but
this was not really an interim]l ook.

Kerry was very good about not supplying us
with any of the data, and they stated during this
phone call that even if there was a trend one way or
the other on nortality that should not be a cause for
not -- basically, based upon the PK data and the
anount of inhibition of aggregation, they wanted us to
use the high dose, and it was perfectly clear that was
everybody's intent, and it was only if there was sone
horrible safety problemthat that should not be done.

And, | imagine, | don't know the history of
this, but | imagine part of the reason this m ght have
been institute is to try to convince the FDA that
there was adequate regard for patient safety when they
really didn't have a huge anount of data to base the

choice of this dose on
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So, | just wanted to reinforce.

Furthernore, although I, at |east, thought
about the fact that we did see nortality and it could
relate to efficacy, ny guess is, many of the
clinicians on the commttee didn't think of it that
way. | don't want to disparage clinicians, but
statisticians tend to think about all the ways to do
-- you know, how anything relates to anything, but it
really was a safety concern.

And, if | could just take the opportunity
to introduce two other points. One is the loss to
followup. Both Lemand | have been involved in | arge
studies, BHAB, the Cass study and so on, they did
better than we did, on the other hand, they didn't
have the sane |length of follow up. And, it's true
when you are near a boundary, conceivably sonething
coul d happen.

Wthin the Cass study, the people who were
lost to follow up, eventually we | ocated sonme of them
and the reason we |ost them there was because, not
because of bad things, but because actually they were
much nore nobile. So, | would suggest the nost |ikely
scenario is, we used 11,000 peopl e, sone of the people
got out, were discharged after the event, and they

felt relatively healthy, but they were aware of their
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own nortality and they said, gee, |I'm going to go
visit my children somewhere, |'m going to go do
what ever, and people tried to contact them and they
just weren't around. That, to nme, is the nost likely
scenari o.

And, finally, a third point, since these
meetings are didactic, for industry, | want you to
performa slight thought experinment. Suppose you had
a random zed trial and one of the clinics was in
Seattle, and Muunt Ranier blew, and it's still an
active volcano and the last tine it blew there was 14
i nches of ash on Seattle, so we sort of had a Ponpeii
t here.

Fortunately, there was enough data at the
other clinic, so the sponsor cane in to the Agency and
they said, well, we don't have the Seattle data, Munt
Rani er blew up, but we see no reason to think that
response ought to relate to the eruption of Munt
Ranier, we'll present these data, and we would all
agree this was a reasonable thing to do and there's no
i ntroduction of bias.

O, if you don't |like Munt Ranier, if you
are a Californian, the big one hits and your city
falls into the sea, unless you think you are safe here

on the East Coast a neteor hits and takes out New York
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Cty, whatever. The point is, you can renove patients
from an intent to treat analysis if the renoval
clearly has nothing to do with treatnent assignnent.
You do not introduce bias, that's the point Tom
Fl emi ng was naking earlier.

So, if you -- | was involved in another
setting with a drug, where they were to give oral
medi cation, and it was a transplant setting, and
because of the setting many people could not take
their nmedication because they just could not swall ow
oral nedication.

To me, that is independent and the | esson
to be learned fromthis, for people designing future
trials, is you do not randomze at the tine of
i nfornmed consent, you don't even have to random ze
when you start to prepare a drug, if it has to be
infused and you have to have it there in case a
patient can take it, provided you have adequate
saf eguards so people can | ook at the formulati on and
sonehow det ect what's done random zation shoul d begin
just at the nonment they take it, actually, and if that
had been done here | would suggest, this is back to
the | MPACT trial, that there wouldn't be an issue.

But, the noral of the story in ny mndis

to avoid future conflicts like this, if we do our
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studies in what to ne is the nost -- the best way to
align the intent to treat biologies, you know, so that
they are going the sane ways, you always want to
anal yze at the very | ast possible nonent.

DOCTOR KONSTAM  Can | just, Lloyd, while
you are still up, it seens that there are two points
about that. You know, one is, is the analysis valid,
and you' Ve nade that point. The other is, what
anal ysis do you plan to do.

DOCTOR FI SCHER:  Absol utely.

If you are looking at both and take the
best one --

DOCTOR KONSTAM  Yes, right.

DOCTOR FI SCHER: -- which a sponsor wll
tend to do.

DOCTOR KONSTAM Vell, I'm a little
concerned about that, because we've heard there was a
letter sent to the FDA stating that that was the way
that the intention was.

| noticed that that wasn't the way the
primary analysis was done in this last trial that we
saw, so that's sort of another aspect of this. I'm
concerned that this -- whether this really was the
princi pal analysis that was pl anned.

CHAI RPERSON PARKER: |f we coul d, because
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we are now drifting to PURSU T, and | think that for
better or for worse | think that we all think that the
all random zed analysis, and | think, Lloyd, you would
agree with this, that it's always a good thing to
random ze as close to the intervention as possible, in
order to mnimze the questions that would be raised
as to whether the renoval of patients is informative
or not.

DOCTOR FI SCHER  Absol utely, because if you
can introduce bias those patients can only add noi se
to the conparison

CHAlI RPERSON PARKER:  Ckay.

So, whether or not one -- it's difficult to
know how nmuch nore confidence we can gain on this
i ssue.

DOCTOR KONSTAM Wl |, just with regard to
the PURSU T study, however, there was adherence to the
true intention to treat by random zation analysis, is
that correct?

DOCTOR HARRI NGTON:  Ri ght .

DOCTOR KONSTAM | nean, just to contrast
the two, that's the question |I'mraising.

DOCTOR FI SCHER: To be absol utely honest,
| don't renenber the details of that, and sonebody who

does shoul d give you a correct answer.
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DOCTOR KONSTAM  |'mjust curious why there

was a different primary mechani sm of anal ysis done in
the two trials.

DOCTOR KITT: Just to be real clear, the
rules were the sanme for both IMPACT Il and for
PURSU T, in fact, the report that we sent FDA was the
identical analysis that you saw for IMPACT IIl. FDA
recommended, however, that for this commttee that we
provide, particularly since there truly 1is no
di fference, and we can show you all the data for both
analyses if you'd like, but we specified exactly the
sanme criteria, both the treated as random zed
popul ation and the technical intention to treat
analysis in the PURSU T study. So, we did not change
bet ween studi es.

CHAl RPERSON PARKER But, what -- in the --
| think that the protocol in both trials clarifies
that the all random zed patient analysis is what you
woul d be held to, the only difference between the two,
correct me if I'm wong, is that for the PURSU T
study, after the trial was conpleted, but before the
trial was broken, a letter was sent --

DOCTOR KITT: | MPACT I |

CHAI RPERSON PARKER: -- IMPACT Il, did I

say PURSU T, I'msorry, is that correct?
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DOCTOR KITT: That is -- | have to think
what you said, that is close to correct, yes.

CHAlI RPERSON PARKER:  Ckay.

Doctor Ganl ey?

DOCTOR GANLEY: Yes. In the PURSU T
protocol, which is on page 45 of the book that you
had, it says the conparison will be perfornmed for two
pati ent popul ations, all patients who are random zed
and all patients who are random zed and subsequently
receive treatnent. So, we automatically take the
wor st case scenario there and take all random zed.

CHAI RPERSON PARKER: Ri ght .

DOCTOR GANLEY: It doesn't specify one over
the other, it just --

CHAI RPERSON PARKER: | under st and.

Let nme see if we've gone through the

I ssues.

Lenf?

DOCTOR MOYE:  Yes, just one final question.
|  wonder, Kerry, if you could distinguish the

procedure that was followed for discontinuing the | ow
dose armfromthe play the wi nner scenario, which is,
you begin randomzing the three groups, nake a
decision in the interimanalysis which one is better,

di scontinue the one that doesn't give you the results
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you are |l ooking for and then go on to analyze in the
end.

DOCTOR LEE: | think the major distinction
bet ween what was inplenmented in the design of this
trial and what you' ve described as the play the w nner
strategy is the information that would serve as the
basis for the decision as to which dose was retained
and whi ch dose woul d be carried forward.

As we've repeatedly enphasized here, the
decision in this trial, wth the exception of the fact
that the conmttee had access to nortality data, the
decision really was driven by safety information,
primarily, by Dbleeding information. That was the
driving feature of the deliberations that occurred.

And, it was not on the basis of having
available to themefficacy information, in particular,
the efficacy information for the primry endpoi nt of
the trial

And, | think that's a very inportant
di stinction.

CHAI RPERSON PARKER: Ray?

DOCTOR LIPICKY: Mlton, if you are doing
this to be able to answer the questions, an adequate
description has now been nade. It was m ssing

previously. The reason it was mssing was we would
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have laid it out but there wasn't enough tinme to get
the reviews done and everything to the Advisory
Commttee in tinme, so | apol ogi ze for having done this
in public.

But, things are laid out, and | don't think
you need to lay it out any further.

CHAI RPERSON PARKER: No, | actually think
we' ve explored all of the issues, but, of course, we
are not only exploring them for purposes of the
eval uation of today's agent, but | think there are
questions for the future as to the general policies to
be followed for penalties to be taken for interim
anal yses. Wat penalties, if any, are to be incurred
for a play the winner or drop the |oser design, these
are all very relevant issues and | understand that
there are probably inperfect answers to this, but this
is, I think, the first tine this commttee has had a
chance to discuss these issues, or at |east sone of
these issues. And so, it was relevant to do that, not
only for purposes of today's discussion, but to
provi de gui dance, if any, for future discussions and
anal yses.

DOCTOR LIPICKY: It's just that to really
provi de gui dance on each of these issues would require

consi derabl e, much nore di scussion of the issue, and

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

133

| think that as | was involved, for exanple, in the
mul ti pl e conparisons question, one could devote the
whole day to it and still not cone up with a
definitive answer. So, for the next five mnutes, we
won't be able to lay out appropriate guidelines, but
| think that the details of what was done are now
known, and whether or not that influences the
inferences you wish to take | think you can nake
deci sions, they may be wong decisions, but you can
make deci si ons.

CHAlI RPERSON PARKER:  Ckay.

DOCTOR KONSTAM  Can | nove on to anot her
question regardi ng PURSU T?

CHAI RPERSON PARKER:  Yes.

DOCTOR KONSTAM  Can you comment about, |
just am noticing these nine patients with severely
depressed pl atel et counts, can you give us sone follow
up on those patients? Did they rebound and what
happened?

DOCTOR HARRI NGTON: Two of the patients in
the -- the two patients in placebo had maj or bl eeding
events, though, did not have henorrhagic strokes in
t he pl acebo group.

In the eptifibatide group, | think one or

two of themhad a nmajor bl eeding event. There were no
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CVAs, no Ms and no deaths in any of the patients who
had the profound thronbocytopeni a. Pl atel et counts
recovered, and there were no -- as far as, you know,
the period of neasurenent out 30 days, there was no
adver se consequences fromthat, so no CVA, no Ms and
no deaths in those patients by the end of 30 days.

CHAlI RPERSON PARKER: (One or two of them had
-- two of the patients in the placebo group, not in
the active treatnment group, a couple of the patients
had major adverse events associated with severe
t hr onbocyt openi a, can we just talk about that a little
bit?

DOCTOR HARRI NGTON: Can we have slide 1827
Actual ly, none of the patients in the eptifibatide,
none of the nine patients had a maj or bl eedi ng event,
as you can see on this slide, and by chance two of the
-- both of the placebo patients, who had platelet
counts less than 20,000, did have a major bleeding
event.

| also wanted to point out that we have
done a fair amount of detective work in these 11
patients, and I'mjust going to do a hand count here,
two, four, six, seven -- only six of these 11 actually
had true thronbocytopenia |ess than 20, 000. There

were, when we went back to look at the data, this is
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after this was submtted, there were sone spurious
nunbers, for exanple, one patient had a platel et count
that was graded as a one, it turned out to be 1
mllion, not 1, 000. So, there was those types of
events.

So, in fact, of those there remai ned one
pl acebo patient and five eptifibatide patients who had
t hr onbocyt openi a. As far as the 30-day outcone in
those remaining five patients, none of those patients
had either death or M, one of the primary endpoints.

DOCTOR LI NDENFELD: Coul d you just rem nd
us how frequently platel et count was neasured?

DOCTOR HARRI NGTON: Pl atel et counts were
measured daily during the infusion of the drug, and
then after that at the investigator's discretion.

DOCTOR KONSTAM Vell, okay, but what's
your feeling right now, | nmean, does Integrilin cause
rare, if you want to call it severe, thronbocytopenia
or not? Wat are we going to wind up saying about
this?

DOCTOR KITT: It would be ny opinion that
it does not. | want to bring up sonme -- I'd like to
bring up sone supportive information, though, if |
could have slide 420, this is from the | MACT 11

study. Again, we have another 4,000 patients in this

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

136

study, this is the incidence of basically the sane
anal ysis that you saw from PURSU T in the | MPACT I
study, albeit with a different dose, and once again
you can see that thronbocytopenia, particularly severe
t hr onbocyt openi a | ess than 20,000 platelets, was very
unusual in one patient in placebo and one in the 135.5
group, and none in the 135.75.

CHAI RPERSON PARKER: But, this is not a
dose you are recomrendi ng.

DOCTOR KITT: That's correct. Again, we
have to -- you then would have to speculate the
mechani sm of acti on.

DOCTOR KONSTAM Do you want to say
sonet hi ng about that? Have you done any investigation
to determ ne what mght be the nmechani sm of action of
severe thronbocytopenia with this agent?

DOCTOR KITT: Wl |, we have done -- we have
| ooked for antibody production with Integrilin, and
we' ve brought this up in a previous briefing book that
we had put together for the first commttee, and I
don't exactly know the nunber off the top of ny head,
but in several hundred patients we | ooked for antibody
production, both in the IMPACT Il study and in sone
normal vol unteer studies, including retreatnment of

patients, and we've never been able to detect any
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anti body formation to Integrilin.

So, fromthat nechani smof action, we don't
believe that there's any basis for that.

In addition, again, |looking at the entire
dat abase of over 15,000 patients, if it is there it is
at an extrenely |ow frequency.

DOCTOR LI NDENFELD: How many patients have
been treated with the Integrilin nore than once?

DOCTOR KITT: In a deliberate vol unteer
study, | think it's 21 normal volunteers were
retreated.

DOCTOR LI NDENFELD: And, the incidence of
t hronbocyt openia in those?

DOCTOR KI TT:  There were none.

CHAI RPERSON PARKER:  Dan?

DOCTOR RODEN: | have a couple of what |
hope will be just very brief questions.

When the protocol was anended, or when the
pl anned anmendnent was inplenmented, the elderly were
added.

DOCTOR HARRI NGTON:  That's correct.

DOCTOR RCDEN:  Were there other changes in
t he protocol ?

DOCTOR HARRI NGTON:  As you've heard from

Doctor Lee, there was a concern of the Data Safety
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Monitoring Board that bleeding in the |lighter weight
patients m ght be problematic. That was conveyed to
the Steering Committee, and around that tinme our
under st andi ng of adequate | evel s of heparini zati on was
becom ng nore apparent, and so there was a
recommendati on made that the light weight patients
have dose adjusted Heparin.

So, the very light weight patients, the
range of ABTT stayed the sane.

DOCTOR RCDEN: That was the only other
recommendati on that was nade?

DOCTOR HARRI NGTON: That was the only ot her
change to the protocol.

DOCTOR RODEN:  Ckay.

| want to ask the sanme question about
PURSU T that | did about | MPACT, and that is, because
the statistical significance, as | serve on the N FAGE
and | hesitate to open the statistical can of worns
again, there were 99 patients who fell into this funny
tinme period between random zation and initiation of
t herapy, and who didn't get therapy, did we know what
the outconmes in that group are? How many of them had
a primary endpoint? Do we have that data?

DOCTOR KITT: | just want to be clear that

the anal ysis you see includes those patients.
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DOCTOR RODEN:  Ckay.

DOCTOR KITT: So, this is all 10,948
pati ents. In the docunment provided to FDA, we did
divide that out, it's a very snmall nunber of patients,
and | could find that for you in a second, if you'd
like.

DOCTOR HARRI NGTON: If you do the as-
treated analysis, the significance of the p value
actually, you know, is a snmaller nunber.

DOCTOR RODEN:. | guess | don't understand
why you didn't do the as-treated analysis in PURSU T,
when you went to such lengths, including this fanous

letter, to inplement this as-treated analysis in

| MPACT 1. A cynic mght have things to say about
that, I'll just leave it open.
DOCTOR HARRI NGTON: | think that a good

portion of the answer is a clinical answer, that in
the angioplasty state, where we are trying not to
interfere with clinical practice, and so we all owed
random zation prior to the actual decision that the
procedure was going to be done, there were a, you
know, sizeable portion of those patients that didn't
have a | esi on anenabl e to angi opl asty, and they either
didn't have that procedure or they had surgery.

I n the unstabl e angina setting, we don't --
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it's not an anal ogous one. These patients were being
treated in the emergency room in the intensive care
unit, on the regular cardiol ogy services, and so there
wasn't the sane issue that treatnent was not going to
be gi ven because a procedure was not done.

CHAl RPERSON PARKER:  It's not quite right,
because the patients excluded from | MPACT |1 included
sonme patients who actually had the procedure. So,
it's not quite right.

DOCTOR HARRI NGTON: But, the mgjority of
them did not have the procedure.

CHAlI RPERSON PARKER But, it's not quite --
it's not quite exactly what you are saying.

DOCTOR RODEN: | think we can spend all day
tal ki ng about these 99 patients, and | don't want to
do that.

DOCTOR KITT: | can give you the actual
nunber, if you'd like, and this is |ooking at the
total nunber. 1In the placebo group it's a difference
of two patients, and in the eptifibatide group it's a
di fference of three patients.

DOCTOR RODEN:  Who have a primary endpoi nt.

DOCTOR KI TT: |'"'m sorry, that was at 96
hour. Two and five, so two in the placebo group, five

in the eptifibatide group that would be in that 99, so
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percentages of 15.8, 14.3, p value of .034.

DOCTOR RODEN:  So, it sounds |like again --
well, I won't pursue that -- are you going to have a
di scussion, are we going to have a di scussion, MIton,
of the difference between North America and the rest
of the world?

CHAlI RPERSON PARKER: | think that may be
part of the angi oplasty di scussion?

DOCTOR HARRI NGTON:  That's correct.

DOCTOR RCDEN: So I'll defer that, and
we're also going to have a discussion, which | think
the answer is pretty clear, but why in | MPACT Il the
benefit is in the 24 hours and in this study the
benefit only starts to becone apparent at the two or
three, is that just the difference in biologies?

DOCTOR HARRI NGTON: | think it's in part
the difference of the biology, in part what it is, is
in that first 24 hours the clinical difficulty in
sorting out the wunstable angina population is to
whether or not they are having an infarct at
enrol | ment versus an endpoint infarction.

And so, | think it reflects part of the
early «clinical uncertainty, as well as a big
di fference of the biology.

DOCTOR RODEN: But, it is sort of --
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because one of the questions that we're going to cone
to is whether these two trials are actually testing
the sane di sease entity, and it is a problemthat you
see no treatment, or you apparently see no treatnent
benefit in the first 24 to 48 hours. [|I'msure we'll
come back to that.

DOCTOR KONSTAM  It's a different endpoint
as well in the tw trials, and that may be
contri buti ng.

DOCTOR HARRI NGTON:  Di fferent endpoi nt, and
you do actually start to see separation of the curves
at the 24-hour period. | think when you get beyond
that period of clinical uncertainty, as to whether it
was an event at enroll nent or post-enrollnment event.

DOCTOR LI NDENFELD: Maybe you coul d --

DOCTOR RODEN:  (One nore question, and that
is, the issue of -- the six-nonth data, there's no
difference in death rate.

DOCTOR HARRI NGTON:  That's correct.

DOCTOR RODEN: And, there's a difference,
the difference is all driven by Ms.

DOCTOR HARRI NGTON:  That's correct.

DOCTOR RODEN:. Ms are driven nostly by --
and the Ms are diagnosed by sone central mechani sm up

until 30 days, and then a non-central investigator
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driven definition after 30 days.

DOCTOR HARRI NGTON:  That's correct.

DOCTOR RODEN: So, because there is a
difference in the way investigators view the world,
and the way the Central Commttee, so to speak, views
the world, if you nake sonme guesstimate of how many
infarcts there really were, based on how many infarcts
the investigators said there were, there would be
nmore, because that's what happened in the first 30
days.

And, presumably, there will be nore in both
the treatnment group and in the placebo group, and it
seens to ne that that would, in fact, it's conceivable
t hat because there were actually nore events than the
i nvestigators thought there were and we're never going
to get at that, then the statistical significance of
t he six-nonth endpoint mght actually be smaller than
you think it is.

DOCTOR HARRI NGTON:  You are correct, what
| showed when | displayed the six-nonth data is the
investigator-determned infarction fromthe tinme of
enrol Il ment until the six-nmonth period for precisely
that period, and the p value on that, as | displayed,
was . 02.

When you do the analysis that you are
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suggesting, which | believe wused the centra
adj udi cation through 30 days, which is what we had,
and then the investigator determnation after 30 days,
the overall relative nunber of events increases. The
absolute difference remains the sane, that's still 1.5
or so, 1.3 percent difference, and the p value
i ncreases to .09.

DOCTOR RODEN: And so, had there been
central nechanisns in place for the entire six nonths
one woul d have thought a p value of .15.

DOCTOR HARRI NGTON: Because the relative
di fference would have continued to increase, that's
correct.

CHAl RPERSON PARKER W' ||l go, Il eana, John
and JoAnn

DOCTOR PINA: | want to go back to the
safety issue with the bleeding, since this product
woul d be used in labs where the practice may be
Heparin and Aspirin, and that may take us back to the
regional differences. Have you been able to see any
interaction between the thronbocytopenia with HT or
Aspirin, in other words, were the bl eeding
conplications nore common in those centers that used
Aspirin and Heparin versus those centers that did not?

| don't know what the practices are in Eastern Europe
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or in Latin Anerica, as far as the use of Heparin or
Aspirin.

DOCTOR HARRI NGTON: Wth regard to the
question of thronbocytopenia --

DOCTOR PINA: O bl eedi ng.

DOCTOR HARRI NGTON: -- or bleeding, 1"l
t ake t hronbocytopenia one first, if you |look at the
| evel of thronbocytopenia | ess than 100,000, |ess than
50 per cent from Dbaseline, t he anount of
t hrombocytopenia i s equivalent in the groups.

It would be at | east specul ated that part
of that thronbocytopenia in the placebo group is
Heparin driven, as well as other nedications,
procedural usage, et cetera. We've not sorted out
what the contribution by itself of Heparin is to the
t hr onbocyt openi a.

Wth regard to the bl eedi ng question, we do
have information on the differences in bl eeding around
the world that in part reflects the difference in
practice around the world, in part represents the
i npact of Heparin differences around the world. The
bl eeding rates around the world follow the procedural
usage, in other words, the highest bleeding is seen in
t hose regions that enpl oyed the nobst procedures.

|'"d also point out that it was in those
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regi ons whereby the greatest treatnent effect was al so
seen, so it's this conplex interaction between region,
procedural usage, bleeding and efficacy that is still
trying to be figured out.

DOCTOR Pl NA: Do you know wth those
regi ons where the procedures were the highest, was the
use of Heparin and Aspirin also the highest?

DOCTOR HARRI NGTON:  The use of Heparin was
the highest. In North America, and particularly the
United States, the use of Heparin was approxi mately 98
percent. Take the |owest region of the world, where
procedures were used, Eastern Europe, and the rate of
Heparin usage during study drug infusion was in the
high 70s to | ow 80s range, so a sizeable difference,
part reflecting practice differences, part, | think,
reflecting procedural differences that have obligatory
Heparin usage.

DOCTOR DMARCO I'd like to cover a little
bit about dosage. W really have, at least as | | ook
at it, we have four clinical data sets where we can
conpare sone doses, and if we look at I MPACT Il the
slightly I ower dose, if anything, |looked a little bit
better. 1'mnot saying there's a difference between
the two, but certainly there's no inprovenent with a

hi gher dose than based, | guess, solely on in vitro
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data, and you went to a higher dose in PURSU T, and
yet, when we look at the interim analysis, which
admttedly wasn't -- which caused you to drop the
| ower dose, it doesn't seem there's any inprovenent
between -- there's any difference between those two
doses. Wiere does the dose effect start, where do you
pl ateau, how did you select -- you know, are you
basing this primarily only on in vitro data? The dose
is -- how do we know that half the dose wouldn't work
just as well?

DOCTOR HARRI NGTON: M chael , do you want to
take this?

DOCTOR HOMCY: | think that your point
about the 135.5, 135.75, to reiterate what Tom --
Charl es Honty.

DOCTOR D MARCO  No, | know, just direct
t he m crophone.

DOCTOR HOMCY: Oh, I'msorry, |I'mnot as
tall as the rest.

The 135 0.5 and the 135 0.75, | think you
are absolutely correct, John, that this is really in
the mddle of the concentration versus platelet
aggregation curve in reality. So, we are in the
m ddl e of the dose response curve there.

| think that the 182.0 achi eves robust
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pl atel et aggregation as defined by the way it is
typically defined in these kinds of studies, 20
m cronolar ADP, and a high level of receptor
occupancy, essentially, W ping out ADP-induced
pl atel et aggregation in the majority of patients at
Ssteady state, and gets there very quickly with the
bol us.

| think that we also knew at the tine,
getting back to an insightful question that was asked,
getting back to how the dose was picked, yes, we knew
about the in vitro data, but we also knew that the
phar macoki netics of this drug were excellently well
behaved in terns of dose proportionality, and it was
very easy for us to predict based on considerations of
that and the age popul ation that we woul d be treating
that we woul d be approaching the receptor occupancy
| ooked for at the dose of 182.0.

And, if you go back and cal cul ate where you
are at 181.3, you are at about 60 to 70 percent
receptor occupancy.

So, al though we don't have an answer that
directly addresses efficacy, we can |look at the
cont enporaneous safety data from the 181.3 dose,
because there weren't enough patients when the dose

was dropped to | ook at efficacy, obviously, because
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the size of the population wasn't |arge enough.

But, those are sort of the pharnacokinetics
and pharmacodynam ¢ thoughts that went into planning
the 182.0 dose, if that's at all hel pful to you, and
t he contenporaneous bleeding of the 181.3 dose is
avai l able fromthe PURSU T dat a.

DOCTOR D MARCO  Yes, just we don't really
have any clinical dose response here, is that correct?

DOCTOR HOMCY:  Well, we don't conpare, in
the PURSU T trial, the mddle of the dose response
curve that was obtained in the IMPACT Il, that's
correct.

DOCTOR D MARCO.  The second part of that,
Charlie, if we are basing it all onin vitro data, al
of these patients are treated with Heparin and
Aspirin, as not a platelet scientist, how do you
interpret in vitro data which are done in platelets
that aren't treated wth Heparin and Aspirin, or are
they treated with Heparin and Aspirin so that it's
clinically conparable for soneone?

DOCTOR HOMCY: W' ve | ooked at the effects
of Heparin, actually, as an anticoagulant, and it's
very simlar to PPACK. It doesn't really address it,
even at higher levels. Obviously, there's the rare

patient that has a response to Heparin, but that is
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not the case typically, so Heparin doesn't affect the
behavior here, although Aspirin has, 1in various
trials, depending on the |level of occupancy you
achi eve, can affect platelet aggregation at the |evels
we're achieving, Aspirin is not inpacting ADP-induced
pl at el et aggregation in any serious way, although at
| ow doses of Integrilin it can affect the bl eeding
ti me because of the other mechani snms through which it
af fects platel ets.

DOCTOR HARRI NGTON:  And, I'll just point
out that the PERI GEE data that you saw from Doct or
Getler, those are frompatients in the PURSUT tri al
whom were treated with Heparin and Aspirin, so the
pl acebo, you know, the control armversus the active
t herapy arm nmakes that conparison.

DOCTOR LI NDENFELD: Just a quick two
guesti ons.

Do you know what the nean tine to
intervention was in this study, was there intervention
done?

DOCTOR HARRI NGTON:  Again, this is another
gquestion that varied widely by region, and you'll see
that in the next presentation.

In the United States, the vast majority of

the procedures that were perfornmed were perforned
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during the first 72 hours of the hospitalization,
whereas, in the other regions of the world the
majority of procedures that were perforned were
performed after study drug term nation, and you'll see
sone broad differences in the next presentation.

DOCTCR LI NDENFELD: Because this cones back
to the difference of why the timng and the results
m ght have been different in the tw studies.

DOCTOR HARRI NGTON: That's correct, and
you'll see sone of that as well in the next
presentati on.

DOCTOR LI NDENFELD: The next question |
have is, how many of the -- nost of the events were
early in this study, within 96 hours, how many of the
infarcts were within the first 24 hours? | know half
the patients presented with infarction, but how many
of those infarcts, repeat infarcts, were within the
first 24 hours?

DOCTOR HARRI NGTON:  If | could go back to
my main slide and | ook at slide 16, we can | ook at the
Kapl an Meier curves, where you can see where the
curves --

DOCTOR LI NDENFELD: No, just if you can
address while you are showing us that how you

counsel ed people to nmake the diagnosis of a second
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infarct in the first 24 hours.

DOCTOR HARRI NGTON: -- the definitions that
was set up by the dinical Events Coommttee took into
consideration the uncertainty that exists in the first
18 to 24 hours, and the way that the protocol defined
an infarction in the first 18 hours was dependent upon
a nunber of things.

If enzyne levels were negative at zero
eight, 16 hours, and there had been no intervening
event, then those patients woul d not be considered to
have had an enrolling infarction, and anything that
occurred thereafter would be an index infarction.

If it was the nore confusing story, where
there were enzynes that were positive in those early
time points, the zero positivity, the eight-hour
positivity, then you required recurrent chest pain and
recurrent ST segnent el evation that was docunented on
el ectrocardi ograns for review.

So, recognizing the difficulty in that
early tine period, we nade the diagnosis of early re-
infarction nore stringent, and that is that you needed
t he docunented ST segnent el evation.

Here | think you -- I"'msorry --

CHAlI RPERSON PARKER: Yes, did you want to

go through this?
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DOCTOR HARRINGTON: -- | nean, | think you

can see here that the events are occurring very early,
that there is separation of the curves, and if the
event rate is 15 percent by about day four here
you've already got two thirds of them ten percent of
t he events. So, the events, as you point out, are
occurring early, and the maximal treatnent benefit is
seen early.

CHAI RPERSON PARKER: Was the discrepancy
bet ween the investigator and CEC adjudi cated events
| ower or higher if you |ooked only at the patients
w th unstabl e angi na or non Q wave infarct?

DOCTOR HARRI NGTON: We've not | ooked at
t hat . VWhat | can tell you that we've |ooked at
Doct or Par ker , is we've taken the thousand
di sagreenents that existed in the trial, the thousand
di sagreenents are broken up two ways. One way is that
the site says there's an infarction, the CEC says no,

and the other is the converse, the site says no, the

CEC says yes.
And, if you like, | can show you that data
as to what the -- we've gone back and | ooked at this

1,000 patients as to what was the reason for the
di sagreenent, and it, | think, gets at part of your

guestion, which patients were having enrolling
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infarcts versus which patients had an event after.

Wul d you like to | ook at that?

CHAI RPERSON PARKER: Is it brief?

DOCTOR HARRI NGTON:  It's very brief.

CHAlI RPERSON PARKER:  Ckay.

DOCTOR HARRI NGTON: I f we coul d have back-
up slide 477. This is the disagreenents, 167, where
the site said there was an infarction and, in fact,
the CEC, wupon review of the data, felt that an
endpoi nt event had not occurred.

| think the point that you were in part
making is this confusing group here, the 38 percent of
t hose di sagreenents upon further review were actually
enrolling infarctions, they were people who were
having infarctions at the tinme of enroll nent.

If | could have back-up 478. |In the group
where the site said no but the CEC said yes, the nuch
| arger group, you can see what the issues are here.
There were a nunber of events that were being picked
up based wupon isolated CKMB elevation, wthout
associ ated ischemc synptons, that were at |east
docunented for our review, about a quarter of the
patients had a docunented i schem c event on the case
report form with elevation of the CKMB, and so you

see all those added up here.
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DOCTOR KONSTAM  Just, hopefully, just one
very brief point. You said that sonme patients got an
infusion less than 72 hours if they went hone before
72 hours, how many patients approxi mately, ball park
figure?

DOCTCR HARRI NGTON:  The nedi an i nfusi on was
72 hours. In the U S, the nedian infusion was in the
high 60s, with a full quarter of the patients getting
the infusion in the 36-hour range.

DOCTOR  KONSTAM And, | astly, t he
adj udi cati on process by cardiology fellows included
strokes?

DOCTOR HARRI NGTON:  The strokes were al
reviewed by faculty cardiologists and faculty
neur ol ogi st s.

DOCTOR KONSTAM  Ckay.

CHAI RPERSON PARKER:  Ckay.

Let's proceed to the next presentation.

DOCTOR LI NCOFF: Vll, it's now good
aft ernoon.

If I could have ny first slide, please.

|'"'m going to focus now on the issue of
intervention, and that is the effectiveness of therapy
in patients who did and did not undergo coronary

revascul ari zati on.
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If I could have the first slide, carouse
four.

Now, the purpose for this analysis is
t wof ol d. The first is to establish whether or not
eptifibatide was efficacious in both approaches or
managenent strategies for revascul arization, that is,
was it effective whether or not a patient underwent
early percutaneous revascul ari zati on.

The second was also to provide a link to
the previous [|IMPACT Il study and help provide
conplenmentarily of evidence supportive for the
i ndi cation overall for percutaneous revascul ari zati on.

This slide shows the breakdown of
revascul ari zati on procedures, t hat IS,
cat heterization, percutaneous revascul arization and
coronary bypass graft surgery at the three
prespecified time points of 96 hours, seven days and
30 days.

Focusing on 96 hours, which is the early
time period during which the drug therapy was
underway, you can see that 15.7 percent of patients
under went per cut aneous i ntervention overall.
Specifically, 1,228 patients in the PURSUT trial were
treated by percutaneous coronary intervention during

the study drug therapy. As has been previously noted,
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this choice to perform coronary intervention was
carried out at the discretion of the operator or the
interventionist taking care of the patient was not
prot ocol driven.

Now, aside from the obvious differences
between the IMPACT Il and the PURSU T trial wth
regard to treatnent regi nens, patients, drug
t herapies, et cetera, there is comonality, however
with these patients in that the revascul arization
procedures were carried out during study drug therapy,
and, thus, these data are conplinmentary and confirm
the efficacy of eptifibatide during coronary
intervention in a broad setting of multiple clinical
settings.

This slide again shows a breakdown of the
interventional procedures carried out during the
initial hospitalization. Overall, 24 percent during
the initial hospitalization, nost featuring balloon
angi oplasty as part of the procedure, again,
reflecting current clinical practice half of those
patients who underwent an intervention received a
stent and at herectony was used rarely.

Now, in any analysis of this type, in which
t he subgroups are defined by an event which is not

random zed, there are significant limtations which
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must be acknow edged, and, again, the catheterization
and revascul ari zati on procedures were not random zed
and, thus, the protection of random zation does not
extend to the subgroups that are defined by the usage
or the absence of usage of early revascul arizati on,
due to the risk of multiple confounding factors and of
sel ection bias.

In particular, the selection for the
procedure may have been influenced by post-
random zation of events. The issue becones further
conplicated by which revascul ari zati on procedures to
include in the analysis. Does one include procedures
that include -- that were perfornmed off the study
drug, as well as on the study drug, despite the fact
that there can't be an expectation of study drug
effect. Mreover, how does one include events that
occurred prior to coronary intervention?

This is particularly conplicated, in that
endpoint events may have occurred prior to the
coronary intervention, they may have led to the
coronary intervention, in other patients they may have
precluded a coronary intervention, they may have
occurred afterward and been due to a conplication of
intervention, or they may have occurred despite a

successful revascul ari zati on.
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All of these issues again highlight the
fact that this is an observational analysis and
statistical inferences can't be drawn.

Now, this sonewhat conplicated slide
outlines the overall distribution of the patients
according to random zation to placebo or eptifibatide,
as well as their disposition into strategies of
revascul ari zation. Now, PCl or revascul arization in
this and subsequent slides refers only to events
occurring with the first 72 hours that is on the study
drug therapy, unless noted otherwise in one or two
particul ar slides.

As can be noted, ischemc events could have
occurred, and did occur, prior to revascul arizati on,
after revascularization or in the absence of
revascul ari zati on.

When we conpare the patients who are
random zed to placebo to those randomzed to
eptifibatide, it is clear that there was a drug effect
in each of these settings. Events occurring prior to
revascul ari zation occurred in 35 placebo treated
patients, and only 11 eptifibatide treated patients,
representing a stabilization prior to
revascul ari zati on wi th a strategy of

revascul ari zati on.
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Fol | owi ng revascul ari zati on, events
occurred in 106 placebo treated patients, 73
eptifibatide treated patients, and in the absence of
revascul ari zation 639 events occurred in placebo
patients, 599 eptifibatide treated patients.

In an effort to try to express the
treatnment effects in these different settings, I'l
present the data in a nunber of different ways. The
two inportant issues are as follows. If we are
considering the strategy that a patient with unstable
angina wll be treated wth revascul arization, then
all events occurring are worthwhile to consider,
because there is a protective effective eptifibatide
therapy prior to the intervention being carried out.

If, on the other hand, one is interested
only in focusing on the interaction between the
intervention itself and the drug therapy, that is,
does the drug prevent post-procedural events, then
only events occurring after a revascularization
procedure will be consi dered.

And finally, of course, it's inmportant to
eval uate whether or not there is a drug effect in the
absence of revascularization and these groups of
patients will be assessed as well.

Focusing first then on the strategy of
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per cut aneous revascul arization within the first 72
hours, this tinme to event curve shows the rates of
death and nyocardial infarction in the two treatnent
groups. Eptifibatide therapy reduced this conposite
endpoint from 16.8 to 11.8 percent at 30 days, an
absolute five point reduction in this endpoint
representing a 30 percent relative risk reduction.

Interestingly, the shape of the curve, that
is, the early rise toward the -- or the clustering of
events in the very early tinme periods can be
contrasted later on to simlar curves for the patients
who did not receive intervention, but one can see that
the events occurred particularly early, that is, were
clustered around the interventional procedure.

Expressing in ternms of odds ratios at the
three prespecified tinme points, 96 hours, seven days
and 30 days, it is clear that the absolute difference
of five percentage points occurred very early, that
is, wthin the first 96 hours, and was naintained
representing relative treatnent differences of 30 to
40 percent over those tinme periods.

Now, this includes all endpoint nyocardi al
infarctions, including those occurring prior to the
performance of the intervention, that is, including

the beneficial protective effect or stabilization
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effect allowmng the intervention to be carried out.

If instead we focus on the procedural-
related events that were affected by the drug, this
odds ratio plot focuses or includes only mnyocardi al
infarctions occurring after initiation of the
procedure. One can see that at 30 days the difference
was 12.6 percent of the placebo group versus 10.3
percent in the Integrilin group, a difference of 2.3
absol ute percentage points. That difference was
achieved early and nmaintained throughout the tine
period, a relative risk reduction of approximtely 25
percent at 30 days.

Now, of the 1,228 patients in the overal
trial treated within the first 72 hours, notably, 921
or three quarters were treated within North Anmerica.
That is the nmagjority of the early procedures, three
quarters were carried out in the North Anmerican
region, that 1is, the United States and Canada,
actually, primarily, the United States.

This subgroup is nost relevant in terns of
conparison to the IMPACT Il trial, which was a North
Anmerican trial, and so | wll also present data
specifically for the North Anerican patients, who do
represent the mmajority of the patients undergoing

early intervention
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Anmong those 921 patients, |ooking at the
strategy of coronary intervention, that's including
all infarctions, including those prior to the
interventional procedure, we see a difference from
16.5 to 11.6 percent, again, alnost a five percent
absol ute point difference at 30 days, achieved early,
mai nt ai ned t hroughout the tine period, approximtely
30 to 40 percent relative risk reduction.

Looki ng nmechani stically at the angi opl asty-
rel ated events only, a difference from12.7 to 10.1
percent if we include only infarctions occurring after
initiation of the procedure, an absolute 2.6 percent
difference achieved early again and nmaintained
t hroughout the tinme period, again, approximately 25
percent relative risk reduction in the North American
patients, |ooking at post-procedural events.

Anmongst glycoprotein I1Ib/lIlla receptor
trials, the PURSUT trial is one of the few to include
a fair nunber of patients who underwent stenting, as
el ective stenting was conmon during this tinme period,
a total of 600 patients, sonmewhat over 600 patients
received stents during that early tinme period, and
anot her alnost 600 did not. Many of these stents were
el ective stent procedures. The treatnent effect of

eptifibatide therapy at each of the three tine points
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for stented patients versus patients who did not
receive stents is shown in these two graphs, and as
one can see, the treatnent effect of eptifibatide
appears to be present regardl ess of the choice of the
nmodal ity of percutaneous revascul arization.

This slide summarizes the risk, the
bl eeding risk, in the early intervention group of
patients, and contrasts it for conparison and for
perspective to the I MPACT Il trial.

Focusing first on the right-hand side of
the slide, this is major bleeding as defined by the
TIM criteria anong patients, only those who underwent
early intervention, but excluding bleeding related to
coronary bypass graft surgery. This bleeding rate was
increased from1.1 percent in the placebo group to 4.3
percent in the eptifibatide treatnment group.

For conparison, that rate was increased
from1l.7 to 2.7 percent in the IMPACT Il trial. Now,
this does appear to be a somewhat increased gradi ent
of bleeding risk with eptifibatide in PURSU T rel ative
to | MPACT Il, but such a conparison can only be made
wi th several caveats, recognizing first that the study
drug therapy was at least 72 hours in PURSU T,
conpared to 24 hours in I MPACT |IIl, Heparin therapy was

much less regulated and nuch nore prolonged in
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PURSUI T, relative to |IMPACT 1, the patient
popul ati ons were substantially different with ol der,
l[ighter weight and fermale patients, nuch nore
represented in PURSU T rather than | MPACT |1, and the
expertise of the treating centers was nuch greater and
the famliarity with Il1b/1ll1a blockade in the | MPACT
Il trial as conpared to the global PURSUT trial.

Movi ng on now to the question of whether or
not eptifibatide therapy also has benefit in the
patients who did not under go per cut aneous
revascul ari zati on, we have tinme to event rates anong
patients who did not undergo revascul arization or
anong patients who were revascularized but were
censored at the time of revascul arization. And, for
this slide, revascul arization is defined as
percut aneous as well as surgical revascularization
and since it is censored at the tine of intervention
is not confined to early revascul ari zati on.

Now, what this anal ysis does, therefore, is
focus only on events that are prevented by therapy
before a revascul ari zati on procedure is carried out or
in the absence of a revascul ari zation procedure.

The event rate then at 30 days was
dimnished from16.5 to 14.9 percent by eptifibatide

t herapy, an absolute 1.6 percentage point difference.
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| will remnd you that that 1.6 percent percentage
difference, or approximately ten percent relative
difference, is equivalent in nagnitude to the overal
treatment effect inthe PURSUT trial overall, so this
is not atrivial benefit.

It is, perhaps, relevant, however, to
conpare the magnitude of the treatnent effect of
eptifibatide anong patients who did undergo early
intervention, that is, within the first 72 hours as
conpared to those who did not wundergo early
intervention, not to establish whether or not
treatnment effect exists, because it does exist for
both groups of patients, but, perhaps, to get a feel
for the magnitude of the treatnent effect.

As one can see here, for the entire
popul ation in the world, that is, 1,200 patients
under goi ng coronary intervention, as conpared to those
who did not, the magnitude of the treatnent effect
does appear to be sonewhat greater anong those
patients who did undergo coronary intervention than
anong those who did not. But, interestingly, in North
Anmerica, again, constituting three quarters of the
early interventions, that difference between the
treatment effect wwth or without coronary intervention

was nmuch | ess pronounced, and, clearly, both groups of
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patients did enjoy a substantial benefit wth
eptifibatide therapy, regardless of their early
i nterventional status.

Again, we caution that this is a subgroup
anal ysi s of a post-random zation event, no statistical
i nferences can or were attenpted to be drawn, and we
regarded these findings as observational, rather than
the product of a properly random zed anal ysi s.

Wthin those constraints, it is apparent
that the treatnent effect of eptifibatide therapy was
observed in patients who did or anong those who did
not undergo early revascul arization, that is, during
the first 72 hours on study drug therapy. There was,
apparently, at Jleast worldwide, a trend toward
somewhat greater treatnent effect when eptifibatide
was adm nistered to percutaneous revascul arization
pr ocedur es.

These findings are supportive of the
bi ol ogi cal mechani sm of action of eptifibatide, and
its effect on platelet nediated events occurring in
patients who undergo either induced or spontaneous
pl ague rupture with consistency with the findings of
the earlier study confined to patients wth induced
pl aque rupture.

Thank you very nuch.

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

168

CHAI RPERSON  PARKER: Do we have any
guestions fromthe commttee, specifically, on Doctor
Li ncoff's presentation?

Dan?

DOCTOR RODEN: | guess I'd li ke to know are
there other patient characteristics that have been
| ooked at to try to explain the difference in outcone
bet ween North Anmerica and the rest of the world, you
focused on the use of interventions, | have specific
questions with regard to concom tant nedication use,
specifically, Heparin, Aspirin, ACE inhibitors, beta
bl ockers?

DOCTOR LI NCOFF: Do we have the slides of
the multivariate analysis that | ooked --

DOCTOR HARRI NGTON: Can we have slide 31,
pl ease, and we can go through snoking.

DOCTOR RCDEN: Ckay.

DOCTOR HARRI NGTON:  What you see on this
slide is the ACE inhibitor use, the beta bl ocker use,
t he cal ci um channel bl ocker use, and there's bal ance
between the treatnent groups, but we'll point ACE
i nhibitors highest usage in Eastern Europe, as |
alluded to in ny talk, at the tine of entry into the
trial the history of heart failure is 20 percent in

Eastern Europe versus 10 ten percent in the other

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

169

three regions. Beta bl ocker use, pretty consistent in
the top three regions, a bit less in Latin Anmerica,
t hough the Latin American was the smallest region in
ternms of popul ation. Cal ci um channel bl ocker use
| owest in Eastern Europe in the md to high 30s in the
ot her three regions.

Can we have the baseline characteristics,
what slide is this, Mchael? Could | have this slide?

Wth regard to sonme of the comments |'ve
made, you can see heart failure, this is as reported
by the patient to the physician, there did not need to
be any docunentation of heart failure, but as self-
reported by the patient to the physician 11 percent
North America, nine percent Wstern Europe, six
percent Latin America, 20 percent in Eastern Europe,
and we' || get you the snoking data in a nonent.

Could I have slide two? This gives you the
br eakdown of nales and fenmales. As |'ve pointed out,
approximately a third of the population in North
Anerica, Western Europe and Latin Anerica are femal e,
and al nost 50 percent in Eastern Europe, and could |
have slide six? This is the overall snoking, with 28
percent, this is current snokers in the overall
popul ation, to try to get to your question, Doctor

Roden, three of the regions were very close, all in
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the | ow 30s, the exception was Eastern Europe where
self-reported snoking was 19 percent in that region.

So, this is self-reported snoking.

DOCTOR KONSTAM  Was there a difference in
the age distributions across the regions?

DOCTOR HARRI NGTON: The age di stri bution we
can show you, | need the age distribution by region.
Could I have slide tw? These are the nean ages,
North Anerica 62, 63, 63, a little lower in Latin
Anmerica, 59.

CHAI RPERSON PARKER:  John?

DOCTOR Di MARCO  In I MPACT II, there were
some protocol described tinmes for drawing CKs, was
t here any description for people who had interventions
where CKs were routinely drawn again, or were all
these clinical events, or were they just drawn by
| ocal practice, it was sort of random when peopl e got
CKs if they had a percutaneous event.

DOCTOR LI NCOFF:  Fol | owi ng procedures, they
were specified in the sane schedul e.

DOCTOR D MARCO  So that, so could you tell
e, so any time sonmeone had a percutaneous
intervention they had CKs drawn at eight, 16 and 24
hour s?

DOCTOR LI NCOFF: Yes, simlarly, if they
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had a bypass surgical procedure.

CHAI RPERSON PARKER: Anyone el se on the
comm ttee have any questions?

DOCTOR LI NDENFELD: Maybe | just have one
gquestion. You showed us data, you didn't, but earlier
we saw data about the nunber of large infarcts greater
than five tines CK, is there a difference in the total
number of infarcts that were just enzyne infarcts
post-intervention? |Is there a large difference there
in the percentage?

DOCTOR LI NCOFF: Oh, | don't have the
breakdown specifically in the post-intervention
patients of the infarct sizes.

DOCTOR HARRI NGTON: The only thing 1'd
point out is that the definition of infarction in the
post angiopl asty state required a CKMB el evation three
times the upper Iimt of normal. So, the definition of
infarction was tailored to the early enrollnent
infarction, the non-interventional infarction, the
PTCA infarction, which was three times the upper Iimt
of normal, or the post-CABG infarction, which was five
times the upper Iimt of normal.

So, with that caveat, no, we've not Dbroken
down the post PTCA infarcts into three, five, seven,

ten yet, but the mninmum was three tines the upper
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[imt of normal.

DOCTOR LI NDENFELD: But, there were a
| arger nunber of non-clinical we detected infarcts in
t hat group?

DOCTOR HARRI NGTON:  We' ve not broken that
down yet.

DOCTOR LI NDENFELD: Likely there were
t hough.

DOCTOR HARRI NGTON:  Li ke we have in other
than the overall that you' ve seen

CHAI RPERSON PARKER: Anyone else on the
comm ttee have any questions?

JoAnn?

DOCTOR LI NDENFELD: | have one. This isn't
specifically about the regional variation, but we saw
data earlier that there were about, | think, around 14
events, say, per 1,000 patients treated or 14 events
prevented, if we then put into that equation the
nunber of transfusions that were given and subtract
it, how many events do we have per thousand patients
treated? It would be about one or two, is that
correct?

DOCTOR HARRI NGTON:  The absol ute increase
in transfusion, as you've alluded to, is simlar to

t he absolute benefit of prevention of M. The caveat
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there woul d be conmparing the irreversible conplication
of death and nyocardial infarction to the nore
tenporary, though inportant, transfusion indication.
So, yes, if you did that analysis you woul d take away
much of the absolute benefit.

In previous trials, we've used the term net
clinical benefit to refer to prevention of death,
myocardial infarction and add in stroke. |If you do
that, the net clinical benefit does not change, but

you are correct, it changes the other way.

DOCTOR LI NDENFELD: Vell, | think we all
agree that those are inportant endpoints. | just --
and we have data now that even these small infarcts

are probably inportant, but I don't know that we have
any data, maybe you do, about what the effect of
transfusion is on long-termoutcone? Can we be sure
that that's not an inportant clinical event?

DOCTOR HARRI NGTON: | agree that it's
definitely an inmportant clinical event, but we do not
have the long-term data on that, you are correct.

DOCTOR PINA:  MIton, | just have one | ast
guesti on.

Do you have any data on the timng from
synpt om onset to the presentation at the center per

country? | am trying in my omn mnd to see the
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differences, | see the interventional differences
within the different parts of the world, what about
presentation, do you have any data on that?

DOCTOR LINCOFF: | don't know if we have
the timng slide here. | don't think we have the data
her e.

DOCTOR HARRI NGTON: Can | have slide 88?
This gives it to you, the overall popul ation, |ooking
at the treatnent effect based upon the tine that you
presented. W don't have it broken down by region.
The nedian tine to presentation fromthe onset of the
i ndex event to the time of random zation was 11 hours.

DOCTOR KITT: It was not appreciably
different between the regions, or anong the regions,
and | don't have that to show you

This | ooks at the treatnent effect by the
time of presentation.

DOCTOR LI NDENFELD:  Now, just a follow up,
maybe | mssed it, but did you tell us what percentage
of wonen had an intervention, the overall was around
20 to 23 percent, because there was this gender
difference in effect.

DOCTOR LI NCOFF: Yes, we have a slide by

gender. Do we have the slide by gender? That's a
very conplicated one. Do you want overall or by
SAG CORP.
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regi on?

DOCTOR LI NDENFELD: Eit her one.

DOCTOR LI NCOFF: Ckay, by region, 29,
pl ease. PTCA timng by region and gender, yes, 29.
Al right. VWhat this slide shows is males in the
white box, females in the green, at each of the three
prespecified tine points, which actually is 96 hours,
seven days and 30 days, in the four regions, North
America, Western Europe, Eastern Europe and Latin
America, and then overall.

The general trend here is that the wonen
underwent intervention at each of the tine points |ess
frequently than did nen, but there are not clear
regional differences in that. That is, even in North
Anerica, there was a pattern of each tinme point that
wonen underwent intervention |less frequently than nen,
certainly in Western Europe, Eastern Europe and Latin
Anmeri ca.

Now, when these overall intervention rates
are | ow you can say proportionately this difference is
nmore, but the overall gestalt here is that the wonen
underwent intervention | ess frequently than nen did at
each tinme point in each of the four geographic
regions, and the difference is about 20 percent.

CHAI RPERSON PARKER: Does the commttee
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have any ot her questions?

DOCTOR LI NCOFF:  Okay. Then, Doctor Kitt
wi |l cone back --

DOCTOR RODEN: | have one questi on.

CHAlI RPERSON PARKER:  Dan?

DOCTOR RODEN: | forgot to ask this the
last time we net, and | want to ask it this tine. Are
there any other trials that are ongoing wth
eptifibatide?

DOCTOR KITT: Had you asked that the |ast
time we'd have told you PURSU T and PRIDE, both of
t hose have been reported, but at this tinme we have no
ot her ongoing, actively enrolling ongoing trials with
t he exception of a very early phase study going on in
Japan.

CHAlI RPERSON PARKER:  Any ot her questions of
the coonmttee?

Doctor Kitt, will you sunmarize before we
break?

DOCTOR KITT: | did want to nention before
| started ny summary that there was extensive
information presented to the conmttee one year ago
that was in the briefing book that is not available to
you at this time, but the totality of the data was

very inportant to present for the | MPACT || study, and
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| just wanted to be sure that that point was made.

| wanted to, if you'd like, to respond to
two questions where | said |'d cone back and give you
sone data, if you' d |like, and one was, you had asked
about the six-nonth data, and what the p val ue would
be for death and M. For the 135.5 it was .2, and for
the 135.7 it was . 3.

And, the second question you asked ne was
about the pooled analysis. W had specifically not
pool ed the analysis in the | MPACT Il study between the
two doses, specifically because of the pairw se
conparisons. However, we were asked to pool all of
the data available at the tinme between | MPACT Il and
| MPACT |, so if | could have the back-up slide 380, I
could show you the results, which, again, are very
consistent with the overall I MPACT Il and angi opl asty
experience, |ooking at now an additional 150 patients
added from | MPACT I1.

In this experience, you see that the
treatnment differences remain still about the same, 2.2
percent absolute reduction, and the p value, once
agai n, even conbining the two doses and anot her study.

CHAI RPERSON PARKER: \What's the endpoint?

DOCTOR KITT: The endpoints are death, M

--- intervention.
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CHAl RPERSON PARKER: But, the intervention
was not neasured in PURSU T.

DOCTOR KITT: Right, this is not wth
PURSU T, this is I MPACT and | MPACT 1I1.

CHAlI RPERSON PARKER: (h.

DOCTOR KITT: The last point | wanted to
make as we were leaving is, again, both treated as
random zed and the random zed patient anal yses were
prespecified in both studies, and we specifically, as
we discussed in detail the last time we were here,
t hought that the nost |ogical analysis for | MPACT I

was the treated as random zed pati ent anal ysis because

of this issue of not -- the patients who were being
random zed in | MPACT | I were having their
random zation occur before -- frequently before they

got into the cath lab, before the original scout film
was done in the |lab, and several decisions were nmade
subsequent to that decision that would not introduce
bi as, and that was the reason why we chose that as our
primary analysis, although we have both analyses
presented in both studies.

So, can | have ny last slide, please?

I n devel opnent plans for Integrilin, COR
viewed the two indications studied, nanely, unstable

angi na and non Qwave nyocardial infarction, and the
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prevention of acute ischemc events in patients
under goi ng coronary angi opl asty as conplinentary.

Effi cacy in each of these clinical settings
supporting the conmon pat hophysi ol ogy of intracoronary
thronbus formation and its prevention by inhibition of
platelet GP IIb/Il1la.

W have presented the results of two
studies, the I MPACT Il study and the PURSU T studi es.
They are both large, well-controlled studies which
denonstrate the efficacy and safety of Integrilin in
these two closely related clinical settings.

Bot h of these studies have denonstrated a
benefit of treatnment on the irreversible clinical
endpoi nts of death and nyocardial infarction with an
acceptabl e safety profile.

We have also pointed out that there is
considerable overlap in the patient popul ations and
treatnent strategies. Patients in PURSU T underwent
coronary angi opl asty and patients w th unstabl e angi na
were enrolled in the | MPACT Il study.

In addition, these two clinical settings
were specifically referred to in an FDA draft gui dance
docunent which is included in your briefing docunent,
and which it is noted, "because the endpoint studied

and the theoretical basis for use of an antithronbotic
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agent are suitably simlar, each study supports the
ot her for each claim™

Finally, although the dosing reginens in
the two studies were different, we have pointed out
t hat the PURSU T dosing reginmen of 180 2.0
consistently achi eved a pharmacodynam ¢ target during
the entire treatnent period, whereas, this was only
achi eved after the bolus dose in the | MPACT |1 study.

W've denonstrated that this dose can
provide benefit with a favorable risk to benefit
ratio. W are, therefore, recommending that the
dosing reginmen studied in patients wth unstable
angi na, non Q wave nyocardial infarction be the sane
as in patients undergoi ng coronary angi opl asty.

| would like to thank the FDA for their
rapid review of the anendnent to our NDA and woul d be
happy to entertain any other questions at this tine.

CHAlI RPERSON PARKER:  JoAnn?

DOCTOR LI NDENFELD:  Just as | wunderstand
it, 30 days both studies had about a 1.5 percent
absolute benefit, and if that's correct then why
recommend the higher dose that has nore bl eedi ng?

DOCTOR KITT:  Well, that would only be true
if we were conparing the two popul ations identically,

but they are not identical. As Doctor Lincoff pointed
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out, if you try to conpare simlar populations, in
other words, patients in PURSU T who underwent
coronary angioplasty, it was about a four percent
absol ute decrease in the incidence of death and M,
conpared to, as you said, about a 1-1/2 percent in
| MPACT | 1.

But, again, these conparisons are difficult
because, again, very different treatnment nmanagenent
strategi es between the two studies.

CHAI RPERSON PARKER: Any ot her questions?

If not, we wll break. W need to
reconvene at 1:15. W will reconvene at 1:15, because
we need to proceed with the questions in an expedited
fashi on.

(Wher eupon, the neeting was recessed at

12:50 p.m, to reconvene at 1:15 p.m, this sanme day.)
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A-F-T-EERRNOON SESSI-ON
1: 28 p. m

CHAlI RPERSON PARKER: | 'd ask people to take
their seats, please. W wll begin this afternoon's
session with the discussions of the questions. The
Advi sory Conmmttee is being asked to consider the
evi dence provided by two major clinical trials, | MPACT
Il and PURSU T, and is being asked to consider each
trial separately and then to consider whether they
support one anot her.

In a draft proposal on the evidence needed
to support marketing, the Agency specifically
suggested that the regulatory requirenent for
i ndependent substantiation for an antipl atel et agent
could be net by two studies, one in a post-angiopl asty
setting and the other in the acute coronary syndrone,
because these settings share sone pathophysiol ogic
basis. Therefore, the draft proposal says that two
such studies would support wuse in both clinical
settings.

Now, the first series of questions deals
with the coonmttee's deliberations on | MPACT Il al one.
We will skip questions one and two, and proceed to
question three. Do the results of I MPACT Il alone

denonstrate a treatnment effect of Integrilin when used
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as adjunctive therapy in patients undergoi ng PTCA?
That is the first question, and depending on the
answers to those questions we may or nay not need to
go on to the sub-questions.

W'll begin with the commttee reviewer.
John?

DOCTOR Di MARCO  Well, | nust admt |I'ma
little concerned that the investigators in their
papers said that there was no difference in | MPACT |
between -- or statistically significant difference,
but I think I will stand on the conmttee's opinion
fromlast year that there wasn't a drug effect that
just achieved statistical significance in | MPACT 1|1,

so that | did think there was a beneficial effective

treat nent.

Do you want nme to go on to the effective
dose?

CHAl RPERSON PARKER:  Not yet, because what
we need to do is to have a -- depending on how the

commttee votes in general, one would go to the sub-
guesti ons.
DOCTOR Di MARCO  Ckay.
CHAI RPERSON PARKER:  Ceneral discussion?
DOCTOR KONSTAM Just in terns of

clarification, is the question asking whether we think
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| MPACT Il is positive, or is the question asking
whet her I MPACT Il is sufficient for approvability?

CHAI RPERSON PARKER: | don't think that it
has anything to do with I MPACT Il being sufficient for
approvability, if | understand it correctly, Ray. |
think the question here is whether | MPACT Il alone
denonstrates that the drug is effective.

DOCTOR KONSTAM Is it a positive --

DOCTOR LI PICKY: Well, you'll notice that
that word is explicitly not expressed.

CHAI RPERSON PARKER: The word effective.

DOCTOR LI PI CKY: Positive.

CHAI RPERSON PARKER: Ri ght.

DOCTOR LI PICKY: The question is, do you
think that there was a beneficial treatnment effect
shown, and then just to anticipate how the rest of the
di scussion may go, it would be how convincing was it
and is that convincing enough to be approved on that
basis, and | still repeat the statenent | nmade about
five hours ago, | guess, that the wong thing to do is
to look for two check marks in two boxes that say
trial one positive, yes/no, and trial two positive,
yes/ no. It is strength of evidence that supports
approval. The only binary decision you need to nmake

here today is whether it 1is approvable or not
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approvable. The rest of it is how convinced you are
that there is an effect, and where that effect may be.

So, this is the first question that starts
deal wth that.

CHAI RPERSON PARKER: | understand that
that's a response which is slightly different than the
ki nd of response we generally think about, but | think
that there is a -- |1 think Ray 1is asking us
specifically not to consider the concept of positive
versus negative. | think that the problem is we
generally think of life in binary ways.

DOCTOR LIPICKY: | realize that, MIlton, |
don't think it's appropriate.

DOCTOR MOYE: Ray, let me ask a question

CHAlI RPERSON PARKER:  Lenf

DOCTOR MOYE: Ray, let nme ask you
specifically, typically and traditionally, we are
concerned about the strength of evidence fromclinical
trials. There's nothing new there.

W often encapsulate that in the notion of
whet her the trial is positive or not. Now, | think
you' ve been a strong supporter of that, if ny nmenory
is clear. Maybe ny nenory is not clear. Now, are you
asking us to disregard that issue today?

DOCTOR LIPICKY: No. GCeez, | really don't
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want to make this be long, but | do want you to nmake
deci sions on the basis of data, and I do want you to

make decisions on the basis of sone kind of

statistical treatnent of the data. | think that it is
becom ng increasingly clear, and this wll be the
first time it's, | guess, discussed and that nay have

been an error to introduce today, that the .05 thing
is really not a holy grail, it's a convention, and
that approvals generally are at .05 squared divided by
two, right? So that, the strength of evidence that is
required to say sonething should be introduced for
therapy, put in those terns, and those are not the
only terns they should be viewed from are that kind
of strength of evidence, and it doesn't have to cone
on the basis of having trials be positive and
positive, okay, nor as the guidelines say does it have
to be in the identical patient population in order to

be able to draw a concl usi on.

It is still strength of evidence, the
strength of evidence still comes from statistical
evaluation, but it is not -- and one still has to nake

the decision, is the trial result a table of random
numbers, you still have to nmake that decision. So,
|'mnot departing fromthat view, but I don't want it

to be a check box in two of .05, because that, | don't
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think, is the proper exercise.

CHAI RPERSON PARKER: But, if you want to
make it that, you may.

| think that this is relatively new
territory for us, because the conventional way -- it
is not that we think, nor should we think, that a
trial wwth a p value of .08 denonstrated nothing, and
| think that it is not clear that a trial with a p
value of .08 should be considered to be |ess
persuasive than a trial with a p value of .049,
because | think we would be -- many woul d hasten to
remnd us that the effect is borderline regardl ess on
which side of the .05 critical line the p value tends
to occur, and dependi ng on how you do the anal ysis we
can appear on either side of the line.

The fact is that we spend an enornous
anount of tinme arguing over about where that p val ue
is, | nmean, we spent a lot of time this norning on
that, a lot of the questions are on that, God, you
know, why would we spend all this tinme if it didn't
matter?

DOCTOR LI PI CKY: Well, because | wasn't
sure that you would buy the statenent | just nade
about how you should ook at this, and I wanted to be

prepared in either event.
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CHAl RPERSON PARKER:  There's sone days when
you wake up in the norning and you know it's going to
be that kind of day.

| think that the commttee probably has an
idea of what Ray is trying to say, and | guess we need
to -- | think probably the best thing, Ray, is to
really allow for an elucidation of this. It's probably
a good thing to respond to question three, since you
don't want us to think binarily, we should not respond
as a yes or no. Wat we should do is describe what we
think I MPACT Il found, because that's the only way of
describing to you what we think about it. |In other
words, we can't give you a binary answer if you don't
want us to think binarily.

DOCTOR LI PI CKY: Well, | nust admt you
have me there, MIton.

CHAI RPERSON PARKER:  Ckay.

Then, John, the question -- | think
actually you have al ready answered the question, but
| think that what we need to do as a commttee is to
not necessarily consider yes or no, but to sinply
state our opinion about | MPACT Il and what concl usi ons
or feelings we have about IMPACT 11, and | think
that's probably the best way of doing it.

Bob?
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DOCTOR FENI CHEL:  Yes. Ml ton, maybe it

would be helpful to the commttee if sone of the
di scussion now were recast along the lines that were
used in COctober at the neeting when we discussed
Clopidadril, and there nmenbers of the conmttee wll
recall that there were several different assertions
put forward saying, well, this trial seened to show
this, or sonme mght say this trial showed this
assertion.

And then the nenbers of the commttee were
asked, well, do you think, no, it didn't show that at
all, that's a msinterpretation, | nmean you couldn't
begin to draw that conclusion, you really are at
ground zero with respect to that assertion, at square
zero | should say, then the other thing you say, well,
yes, it sort of supports that view, but it's not even
as strong as we think an ordinary .05 sort of trial
is, or, yes, you know, that's at |east as strong as
two .05 trials, that by itself carries the day with
respect to that assertion.

So, the idea was, if one said, as one m ght
say with response to this question, well, no, | MPACT
doesn't really prove that's it, you know, it's not
probably the |ast word, which is what, of course, the

commttee said |ast year with respect to | MPACT I1,
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that this does not package the whole thing up, but you
m ght then be able to say, well, what it would take is
such and such, neaning for one thing you m ght say,
well, TMPACT Il was just worthless, it was a waste of
time, it was going to take two trials to get from
here, which is no where, to approval. O, you m ght
say, well, IMPACT Il was pretty good, it was |ike one
trial, or maybe a little bit worse, or maybe a little
bit better, whatever the commttee chooses to say,
this is hownuch it will take to get to an affirmative
statenment with respect to the thing.

| think that was a wuseful node of
di scussion in Cctober.

CHAI RPERSON PARKER: | think it worked in
Cctober, and | think it would be useful here, so let's
just try to nmake it as sinple as possible, is your
view of IMPACT Il that, (1) it didn't show anyt hing,
that's choice nunber one; (2) it was -- it provided
evidence that indicated the likelihood of a treatnent
effect, but the strength of evidence was | ess than one
usually sees in a single trial, equivalent to what one
sees in asingle trial, or equivalent to what one sees
in tw trials, in the conventional Ilevels of
si gni ficance. That's an adaptation of the sort of

Cl opidadril nodel, so the four |evels are nothing,
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| ess than one trial, one trial or two trials.

John?
DOCTOR DiMARCO | was going to just say
yes, but | regard IMPACT Il as a single trial that

woul d require confirmation.

CHAlI RPERSON PARKER:  Ckay.

Di scussion in general before a vote?

Ckay, LenP

DOCTOR MOYE: | think that | MPACT || showed
a tendency to benefit. However, | think that the
information for effect, statistical reliability of the
effect, whether the effect would be seen not just in
a sanple but in the population at large is very weak,
and | think it's weak because the investigators, even
though they had set wup, admrably had set up
prospectively a level of evidence, | won't say p
value, I'll just say |level of evidence, that suggests
that the findings would not be due just to chance
alone in the population, in fact, the analysis, from
my point of view, was sonewhat tainted by the fact
that they did not do a true to the heart intention to
treat anal ysis.

When the I TT analysis is done, it turns out
that the strength of evidence is quite a bit weaker,

so | think the evidence in IMPACT Il is less than |
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woul d see in one trial.

CHAI RPERSON PARKER:  JoAnn?

DOCTOR LI NDENFELD: | think the evidence --
| pretty nmuch think what we thought in February, that
the evidence is one good trial, one weak good trial.

CHAI RPERSON PARKER:  Marv?

DOCTOR KONSTAM Just for the sake of

simplicity, I"'mgoing to say that it is equivalent to
one trial. | think that's what we did say the | ast
time around, | accept the fact that the statistics are
mar gi nal, but, again, |I'mgoing to conme down saying

"1l accept it as one trial.

CHAlI RPERSON PARKER: || eana?

DOCTOR PINA: | will also accept that it is
one trial, wth the caveat that the statistics don't
satisfy ne, as Lem has st at ed.

CHAI RPERSON PARKER:  Dan?

DOCTOR RODEN:  Well, | think if there were
two | MPACT trials then they would -- I'mnot sure that
woul d be sufficient, so I'mgoing to come down wth
Lem it's sort of |less than one, but | could just as
easily vote with everyone else at one with all the
caveats that have been introduced.

CHAI RPERSON PARKER: My vote is |less than

one, | guess I|I'm concerned about the random zed
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intention to treat analysis and sone of the other
i ssues that were brought up today, and think that
there's definitely an indication that the drug did
sonething, but | think the strength of the evidence is
| ess than what one sees in a conventional trial.

So, the vote on that was 4:3, four being
equi valent to and three being weaker than the usual
one trial.

John, why don't you then take 3.1, 2 and 3
all at once. VWhat is the effective dose, are the
denonstrated -- et cetera, et cetera.

DOCTOR Di MARCO. | think dose is pretty
easy. They are, essentially, indistinguishable, so |
don't think we can say much about dose here. It would
have helped ne a little bit, since the proposal today
is to go with a higher dose, if the orders had been
reversed, even though they still woul d  be
i ndi sti ngui shabl e, but I don't think we can
di sti ngui sh between the two doses that were used in
that trial.

The denonstrated incidence in severity of
bl eeding in that patient population | think was
acceptable and in line with what you'd expect for an
agent that affects platelet functioning, people

undergoi ng interventions, and I woul d not consider, as
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| said before, this actually we get to -- you have to
answer this one binary function --

CHAlI RPERSON PARKER:  Yes.

DOCTOR DMARCO  -- | would say that, as |
still agree with the February decision, that | would
not approve it just on that basis.

CHAI RPERSON PARKER: Does anyone on the
commttee disagree with John's votes and concl usi ons
here? Basically -- yes, Dan?

DOCTOR RODEN: | don't disagree, | just
want to say that it seens to ne the | esson to be taken
away fromthis for anyone else in the audience is that
t he homework needs to be done before the negatrials
are nounted, that it's awesone to ne that a negatri al
of this size was nmounted w t hout people know ng what
the right dose is, and we still don't know what the
right dose is.

CHAI RPERSON PARKER:  JoAnn?

DOCTOR LI NDENFELD: | agree with that, but
| just want to bring up one other point that | m ssed
before, and I'"'m sorry to go back, but ny reading of
| MPACT Il is that, actually, there was no benefit in
wonen, and, in fact, if anything it tended toward
bei ng adversely -- toward adversely affecting wonen,

is that correct? |"m concerned about this only

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

195
because of the results we've seen in PURSU T.

DOCTOR KITT: Can | have slide 359 on the
back-up? |In actuality, there was an effect in wonen,
and death, if you look at death, M and urgent
intervention there's very little difference, but in
death and M alone there's actually a considerable
amount of benefit.

This is death and M by gender in nales,
| ooki ng at the placebo group, the 135.5, 135.75 and
conbi ned, and you can see from8.2 to 6.8, 8.2 to 7.3,
in wonen 9.1 to 7.1, 9.1 to 7.2, so, in fact, there
was evidence in | MPACT Il of a benefit.

DOCTOR Di MARCO. Can you show us the data
with urgent interventions in there, too, since that
was your endpoint?

DOCTOR KITT: 365, please. These are the
results looking at the death, M and urgent
intervention. Again, these are the primary results in
males, 11.6 to 8.5 or 9.9, in wnen, 11.4 to 10.1 --
10.6 and 10.1, so less of an effect, obviously, in
urgent intervention.

CHAlI RPERSON PARKER:  JoAnn, do you have any
follow up on this?

DOCTOR LI NDENFELD: No, that's what |

needed.
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CHAI RPERSON  PARKER: Next series of
questions focuses on PURSU T, question nunber four
the PURSU T results were geographically heterogenous
with respect to both magnitude and direction of
treatnment effect. Does this fact, (1) strengthen
one's confidence in the inferences drawn from the
st udy; (2) undermne one's confidence in the
i nferences drawn fromthe study; or, play no role in
interpreting the study?

John?

DOCTOR DOMARCO  Well, | think that this is
hard to address just in terns of geography, because as
t he sponsor has presented, the practice patterns in
the various areas were considerably different, and the
patient popul ations were sonewhat different in the
various areas. And, in particular, since we've
already said -- or, I've already said that | think
that there are sone reasonabl e data showi ng benefit in
a popul ation that's undergoing intervention, and a | ot
of the intervention occurred in the geographical area
t hat showed the nost benefit, | think that I amnot as
struck by the geographic variation as in the practice
variation. So, | don't think geography, per se, is
influencing nme, but | think the practice pattern is

going to be influencing nmy opinions.
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CHAI RPERSON PARKER: So, your selection
here is?

DOCTOR DO MARCO  It's hard to say. Really,
geogr aphy, per se, played no role.

CHAlI RPERSON PARKER: You can substitute
what ever you want for geography.

DOCTOR Di MARCO  Yes, | will substitute, |
say geography isn't the factor, it's practice pattern.

CHAI RPERSON PARKER  So, does the different
practice patterns that is evidence from the studies
al ter anyt hi ng about what you want to concl ude?

DOCTCR DI MARCO:  Yes, | think that it | ooks
pretty clear to me that nost of the benefit was early
on, and the biggest benefit was in people who had an
i ntervention.

DOCTOR LI PICKY: But, that has nothing to
do with the question.

CHAl RPERSON PARKER:  Wbul d it be correct to
say that your answer is that it doesn't play a role in
your interpretation?

DOCTOR LI PI CKY: Well, from his answer
that's what | would infer, but that's not what he
sai d.

DOCTOR LI NDENFELD: Well, it could play a

role if you assune that the inference is that --
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DOCTOR D MARCO  You may have -- it depends

on what inferences you are taking, ny inference is
that nost of the benefit was seen in people who had
i nterventions.

DOCTOR LI PI CKY: No, this is really
inference fromthe trial as a whole. You are going to
draw sonme concl usion about what you think the tria
showed.

DOCTOR Di MARCO Vell, tell me which
i nference you want ne to say is strengthened, or ny
inference for the trial is that nost of the benefit
was seen in the people who had an intervention.

DOCTOR KONSTAM Can | clarify what --

DOCTOR Di MARCO. I f you will.

DOCTOR KONSTAM l"m sorry, well, | just
was going to ask Ray, are you asking, does the
geographic heterogeneity alter vyour view of the
strength of the overall finding of the study? 1Is that
t he question?

DOCTOR LI PICKY: Correct, that's a better
way of putting it.

DOCTOR KONSTAM R ght, does it alter your
overall view of whether it was a positive study or
not .

DOCTOR LI PI CKY: Correct.
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Vell, no, I'd rather you hadn't used that
wor d.

CHAlI RPERSON PARKER:  Maybe t he best way i s,
does the fact that the findings appear to be
geogr aphi cally heterogenous, is it a cause of concern?
No, that won't help.

DOCTOR D MARCO Maybe it's -- Ray, are you
asking that, do | feel that the geographic or the
practice pattern change affects the conclusion that
the study was positive in all conmers with unstable
angi na or non Q wave nyocardial infarction?

DOCTOR LI PI CKY: Yes, | guess that's right,
and | think, once again, fromall of the answers that
you have been giving --

DOCTOR Di MARCO Then | would say it
underm nes ny confidence, that it's wi dely applicable
to that popul ation.

DOCTOR LI PI CKY:  Okay.

CHAI RPERSON PARKER:  Ckay.

Let's see, we'll begin on the other end,
Dan?

DOCTOR RODEN. | agree with John, | think
it underm nes one's confidence. In fact, when you

|l ook at all the data together, a good case could be

made for the adjunctive use of eptifibatide --
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CHAI RPERSON PARKER: I ntegrilin.

DOCTOR RODEN:  -- I'mgoing to try hard to
stay away fromthat, EP -- in procedures, and not mnuch
el se.

| don't know if we are allowed to change
t he indications.

DOCTOR LI PICKY: No, that's okay.

CHAI RPERSON PARKER:  Ckay.

So, | think it's two votes for underm nes.
Ckay

| | eana?

DOCTOR Pl NA: So, three votes for

under m nes.

CHAI RPERSON PARKER:  Marv?

DOCTOR KONSTAM I"'m going to say no
I npact . | guess |I'd put it nore clearly by saying
that it undermnes it by a little enough margin that
' mgoing to say no inpact.

And, | think there seens to ne to be
sonething going on with regard to this heterogeneity,
and | think that's just, you know, a second to what
John said. It's not clear to ne at all what precisely
that is, or ny gestalt is that it's, in fact,
mul tifactorial, and not purely associated with the

difference in the interventions.
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But, if anything, | think, since we are
going to head toward the issue of approvability in the
United States, | think, if anything, the strength of
the finding was strongest anong people entered in the
United States.

So, I'mgoing to wind up saying that --

CHAlI RPERSON PARKER: Well, WMarv, Marv,
really, you actually want to |link those two?

DOCTOR KONSTAM Wi ch two?

CHAI RPERSON PARKER:  Just think about it,
j ust suppose that the heterogeneity was that this drug
was better in Eastern Europe and Latin Anmerica, and
that the findings in the United States | ook |ike they
did in Eastern Europe because this Advisory Conmmttee
nmeeting is taking place in Maryl and you woul d say that
-- that doesn't make sense.

DOCTOR KONSTAM  Doct or Packer, let nme say
clearly what | said in the beginning, is that | am
concerned little enough with the heterogeneity that |
do not believe that the heterogeneity underm nes ny
overall interpretation of the finding, and that's the
nost inportant part of ny answer.

The other thing | was going to say is, part
of my explanation for that, of ny lack of being

under m ned, is the ends across these various
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geographic areas is another point to be made. So, it
doesn't underm ne ny view of the overall trial.

DOCTOR LI NDENFELD: Yes, this doesn't
underm ne ny overall view of the trial, but | think
what it does undermne is ny conviction that this is
a treatment across the board maybe for everyone with
unst abl e angi na and non Q wave infarct.

DOCTOR MOYE: It really plays no role for
me in drawi ng inferences. The heterogeneity in
subgroup analysis bedevils us in clinical trials.
It's alnost inpossible to interpret reliably.

W are best guided, in ny view we are best
guided by the findings for the primary endpoint in the
total cohort, so it doesn't play any role in draw ng
inferences for me fromthe study.

CHAI RPERSON PARKER: And, ny vote is that
it does not underm ne ny confidence either, so | guess
a very split vote, four no undermne, and three
underm ne, just for the record.

The next question, which is five, pertains
to statistical issues related to interim anal yses.
Nunber one, what prospective rules were established in
conducting such analyses and controlling for the
overall type 1 error as a result of them

Lem we'll look towards you to | ead us off

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

203

on this.

DOCTOR MOYE:  Sure.

| can go through these one after another,
if you'd like.

CHAl RPERSON PARKER: Wy don't you do t hat,
t hat woul d be great.

DOCTOR MOYE: Okay. W had a lot of
di scussion about it this norning.

There were prospective rules established
for conducting the anal yses. The prospective rules
were based on a definition of what the endpoi nt was.
They di d not know exactly what two groups were going
to be conpared at the end of the trial when they were
maki ng the rul es at the begi nning, but they knew they
were going to conpare two and only two.

The data available to the  parties
performng the interim analysis depended on the
pur pose of the analyses. The safety data were
avai lable, nortality data was avail able for nost of
t he anal yses, and primary endpoi nt data were avail abl e
for the primary endpoint interim anal yses.

By ny count, there were three interim
anal yses perforned, and there was one prelimnary
analysis that was perforned, not included as an

interimanal ysis because it was an assessnent of the
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appropriateness of including patients who were at
| east 75 years of age in the study.

5.4, given the interim anal yses actually
performed, did the final analysis appropriately
control for type 1 error? | think |I have to di sagree
with the investigators here. | amvery unconfortable
with this notion of making decisions during the
interimanalysis of a trial, and not accruing al pha.
| am nuch nore confortable with the nore traditiona
assertion that early decisions in the trial nmust be
conpensated for in the end with sone adjustnent of
al pha. The investigators did not do that.

The FDA did do that, and |'"mgoing to cone
down on the side of the FDA statisticians here.

5.5 changes tack sonewhat, was there a
prospective plan to consider discontinuation of the
one of the active treatnment arnms? Yes, there was.
Does the trial design preserve the type 1 error rate?
Vell, this is a little tricky. | have to say yes,
t hough, because this really clearly is not just play
the winner, they had decided that if they were going
to allow both treatnment arnms to continue that they
were going to test placebo versus high dose. So,
have to say that in that limted -- in the limted

area of the question there was type 1 error rate
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preservation here, vis-a-vis the two versus three
treat nent groups.

Wth respect to preservation of the
interpretability of the trial, was an appropriate
deci sion made to discontinue an arn? | think so. |Is
it appropriate for the final analysis to be a
conmparison of only the placebo and high dose arns?
Here, | think that's correct as well, | would agree.

CHAlI RPERSON PARKER:  Ckay.

Lem thank you very much for going through
all that. |Is there anyone on the commttee who would
like to discuss or disagree with what Lem has sai d?

Ckay, then it sounds as if the commttee is
concordant on all of the conclusions that Lem
enunci ated for question nunber five.

Joan, do we have all that? Ckay, good.

Question nunmber six, nunber six also is a
series of questions pertaining to the primry
endpoi nt, which is an unadjusted Chi Square anal ysis
of the proportion of subjects in each group having
death or myocardial infarction in the first 30 days.

| guess to be quite fair to the question,
because ot herw se the question doesn't work, we should
nodi fy the question to say that one should answer

these questions based on the adjusted Chi Square
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anal ysis, but given the fact that the conclusions
reached are the sane whether one penalizes or doesn't
penalize, that is, whether the p value is .05 or
.0478, then | think that we should answer the
guestions wthout getting into that issue again,
because that issue was addressed in question five.

DOCTOR LI PI CKY: "'m not really sure |
followed all of that, but it sounds good.

CHAlI RPERSON PARKER:  Ckay.

The first question, we'll turn back to
John, is this a reasonabl e endpoint, which is death or
M in 30 days, for such a population, and if not, what
i s?

DOCTOR DDMARCO | think it's a reasonable
endpoint. It gives you a neasure both of sone
internedi ate termbenefit, as well as picking up sonme
early effect.

The question | think |ater comes up about
what about tine to first event, and | think that's a
little nore difficult because you'd have to --

CHAl RPERSON PARKER:  No, no, |'m so sorry,

DOCTOR Di MARCO W don't get that, so |
think this is an acceptabl e endpoint.

CHAI RPERSON PARKER:  Ckay.
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Basical ly, the endpoint, the elenents of
t he endpoint, which are for discussion, is death or
myocardi al infarction at 30 days, as opposed to how

you anal yze that.

DOCTOR DiMARCO. | found it an acceptable
endpoi nt .

CHAlI RPERSON PARKER:  Ckay.

Di scussion fromthe conmmttee before we go
around?

Let ne ask the commttee, | think death and
M is a very conventional way of | ooking at events in
this kind of popul ati on, because, you know, they are
both irreversible, they are both serious, and we've
had a | ot of experience with that conbi ned endpoint,
and | think that conbined endpoint probably nore
accurately portrays what's going on in this patient
popul ati on than either al one.

| just want to know how confortable the
commttee feels about 30 days. It's a pretty short
time for a pretty serious event, and that is what the
sponsor specified, but that is not what is being
asked. W need to give credit to the sponsor for
having specified 30 days, but what the Agency is
asking us here is, in general, is this a good way to

do things.
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Dan?

DOCTOR RODEN: | mean, | think it's a
conprom se, in essence, isn't it, MIlton, between the
idea that the antiplatelet effects of the drug will be
sort of nost evident in reducing endpoints within the
first several days, but the Agency is not all that
interested in what happens in the first several days.

And, | guess if | were a patient, |'m not
at all interested either if ny overall survival to a
week, or two weeks or three weeks is unaffected.

So, you'd like a very early endpoint, and
then you' d like to know what happens to the patients
after six nonths or sonmething like that. So, | think
the 30 days represents a reasonabl e conprom se.

CHAlI RPERSON PARKER:  Ckay.

DOCTOR LI NDENFELD: M lton, this data was
not non-fatal M, it was just death and M, so that
death and M woul d be counted twice if a patient died,
if it was a non-fatal M?

CHAI RPERSON PARKER: No. Right, it was
death and non-fatal M, they are not counted tw ce.

DOCTOR RODEN:  |I'mnot sure that extending
it longer helps. | nean, it may help in terns of the
overall value of the procedure, but the problemis,

you get so much noise if you go longer that it would
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beconme very hard to denonstrate benefit, Dbecause,
obviously, the effect of a drug, pharnmcodynam c
effect of the drug is going to be gone and then you
are going to have all sorts of things happening in
that next six-nonth period, so | think it's a
reasonable thing to ook at, but | think it would be
hard to show it as a primary event.

CHAlI RPERSON PARKER:  Just so | under st and,
in thronbolytic agents, which are also given short
term in acute i schemc syndrones, well, specifically,
M, but part of the ischemc spectrum we see the
effect that is seen early persists |long term al nost
i nvari ably. Do you think that that's just not a
standard that applies to this kind of agent?

Renmenber t he concept here isn't
angi oplasty, it's unstable angina and/or non Q wave
M, and when thronbol ytics are given to Qwave M we
see the effect persist, and we actually like to see
that effect persist. I'mnot certain that we woul d be
all that confortable with a thronbol ytic data that was
confined only to -- well, | guess we have lots of
trials at 28 and 35 days, but it's always nice to see
the effect persist, it generally does.

Do you think that sonehow this is

different? | just want to clarify this, because it's
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not so pertinent to this particular application, as
much as what guidance, if any, should be provided to
future research in this particular therapeutic area?

DOCTOR DI MARCO Wl |, | think that in that
setting of thronbolytic therapy, no one is |ooking at
M as an endpoint, or at least | don't think anyone is
| ooking at M as an endpoint, and so what you are
looking at is the effects or nodification of the
myocardial infarction, and that, | think, is an
appropriate |ong-term goal. Here, we are actually
tal king about preventing damage, and there are all
sorts of grades of damage.

So, | think it becomes a different
situation, you can't use the sane | ong-term endpoint.

CHAI RPERSON PARKER:  Marv?

DOCTOR KONSTAM | guess | disagree a
little bit, you know, and | guess | divide the
gquestion into issues of clinical rel evance and issues
of practicality.

| think if you wanted to seek an ideally
clinically relevant endpoint nobody would pick 30
days, because a patient just doesn't care that nuch
whet her or not he or she has death or M prevented
over 30 days if that doesn't hold up over a year.

And so, | say | think to focus on the issue
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of clinical relevance, ideally you' d like a |onger-
term endpoi nt, regardl ess of what you are | ooking at.
And so, | don't think that this would be any different
inthis trial fromany other

| think the points that John and others
have mde speak very well to the issues of
practicality of being able to docunent the effect and
hope to see sonething that's rel evant.

So, | think in that spirit, I think it's an
appropriately chosen tine endpoint. Wat | would |ike
to see, and | think we do see in these data, is at
least no evidence that that endpoint is being
m ni m zed over six-nonth follow up. W don't have the
statistics that hold up well to prove efficacy at that
poi nt, as nuch as not having any evidence that it's
going away at six nmonths. So, | think that's what we
have here.

CHAI RPERSON PARKER: So, Marv, you think
that it's okay to, as the sponsor did, prespecify 30
days, but have the follow up to six nonths, the goa
is not to achieve a p value of six nonths, but the
goal is to make sure that the curves aren't com ng
toget her, or even worse, crossing between the 30 day
point and six nonths, and that provides reassurance

that, although the effect mght be diluted, it
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persi sts.

DOCTOR KONSTAM  Ri ght .

CHAlI RPERSON PARKER  And, but 30 days woul d
be the best conprom se to prespecify for a primry
analysis for efficacy for the intervention being
eval uat ed.

DOCTOR KONSTAM  Yes, and | woul dn't extend
that necessarily to every future trial. | think that
each trial, and each drug, and each intervention in
each trial is going to have its own nuances wth
regard to the practicality of the duration of follow
up.

So, | think in this case, | think I'm

satisfied that the investigators chose an appropriate

endpoi nt .

CHAlI RPERSON PARKER: Ray?

DOCTOR LI PI CKY: Well, | guess you have
been discussing longer tines, |I was wondering about

shorter tinmes for primary endpoints in this kind of
trial, and | guess it wasn't an appropriately --
you' ve addressed it fine, but 1'd like just a word or
two about what if you thought about 48 hours, or one
week, or | don't know what the -- you know, | don't
want to specify a tinme, but even shorter than 30 days

with the intention to foll ow people, but that's not
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where your endpoint is defined.

CHAl RPERSON PARKER  So, the concept is, if
a sponsor cane in and said not 30 days, we'll do the
follow up for six nonths, but we want to specify 48
hours, is that good enough? | nmade that up.

DOCTOR LI PICKY: That's a fine nunber.

CHAI RPERSON PARKER:  Ckay.

| s 48 hours good enough?

DOCTOR Di MARCO Not for a 72-hour
i nfusion, but --

CHAl RPERSON PARKER  Ckay. Let us say that
j ust suppose the sponsor said we just want to neasure
events that occurred during the infusion, well, or
doing the period of time that was approxi nated by the
infusion. Not everyone necessarily gets the infusion
for 72 hours.

DOCTOR LIPICKY: O a day |longer than the

i nfusi on.

CHAlI RPERSON PARKER: O a day |onger,
right.

DOCTOR DiMARCO. | think | could accept a
shorter tinme period. |[|'d have to see the actual study

and the actual device, but | think I could | ook at the
primary endpoint at a shorter tinme period, when we are

past the peak effect of the drug, the peak effect when
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conplications occur, as long as there were sone
| onger-termdata to follow up, but | think you could
nove that primary endpoint shorter.

DOCTOR KONSTAM  Can | say sonet hi ng?

CHAlI RPERSON PARKER:  Yes.

DOCTOR KONSTAM My general answer to your
question, Ray, would be no, that | wouldn't accept,
you know, a 48 or 72-hour endpoint, in the sense that
that's of no clinical relevance. And, there could be
a significant possibility, depending on what we are
tal king about, that there would be a crossover and
that you are doing sonmething in the first 72 hours
that, in fact, was negated later on over the next
several days even.

So, generally speaking, | would not accept
that. The only thing that | would say a little bit
differently is to say that if you knew an awful | ot
about what is driving long-term outcones in a
particular clinical circunstance, and an awful | ot
about a particular pathophysiology and what a
particular drug is doing, you mght give in, you m ght
say, you know what, the key question here is whether
there's acute reclosure. | don't want to go into this
in detail, but there could be a circunstance where you

knew enough about it that you said that the 72-hour
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time point, for exanple, really is -- |I'm very
confident is going to drive what's really inportant,
which is the | ong-term outcones.

DOCTOR LI PI CKY: Fi ne. " m confortable
with -- | know what people are thinking now, and it's
conplicated, and so that's okay.

You don't have to try to resolve it.

CHAlI RPERSON PARKER:  Ckay.

There were nore nyocardial infarctions
found by the blinded dinical Events Commttee that
were identified by the investigators. VWat is the
expl anation for this discrepancy?

John?

DOCTOR Di MARCO. | think the sponsor gave

us an explanation. | nean, that's an expl anation for
the di screpancy. |'mnot happy about it. It's sort
of -- it's a funny thing that, you know, we are

triggering nore things, we are |ooking at the data
nmore carefully, but the investigators are actually on
the site. So, | think their explanation is, you know,
they |l ooked at it again and they had triggers and they
had specific things, it would have been nice if their
i nvestigators had been nore careful and | ooked at the
sane things and had agreed. But, they gave an

expl anat i on.
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The discrepancy -- 1'Il just stop there
t hen.

CHAl RPERSON PARKER: Let me just state for
the record, and I'msure the commttee is well aware
of this, is that every trial that has an adjudication
process, d i ni cal Event s Comm ttee, Endpoi nt
Commttee, whatever have you, always finds a
di screpancy.

| guess if you didn't find a discrepancy
there woul d be no reason to have the commttee. The
commttee, in fact, | hate to say this to, in fact,
create the discrepancies, because if there was no
desire to create a discrepancy, a different point of
view, there would be no purpose served by creating the
commttee, certainly no purpose served by saying that
what the commttee said mattered, and what the
investigator said didn't.

So, let nme just say that what is unusual
about this discrepancy is that it 1is of such
magni tude, usually the discrepancies are smaller in
magni tude, and no matter how you play it it really
doesn't make a whole | ot of difference.

And, a lot of discrepancies, but the way,
are in the classification of events, but when you do

all cause it doesn't matter. Waat's different about
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this discrepancy, which I think is the reason why it's
bei ng brought as a question, is that we're talking
about 50 percent nore events, which ironically enough
hurt the analysis. If they hadn't had the
adj udi cati on process everyone woul d be wal ki ng away
with a p value of .001l.

DOCTOR D MARCO Wl l, you know, | think
that part of what you say | agree with. | think that
nost of the tinme when you have cl assifying causes or
classifying different events, you expect to get sone
di screpanci es because that's often opinion.

In this situation, | got the opinion that
they had very hard criteria for, obviously, death,
they had all caused nortality, | didn't really care
much about the different nmechani sns of death, and then
nost of their criteria for nyocardial infarction were
based on hard nunbers.

And, | just got the inpression that the
investigators didn't |ook very hard when they sent in
the case report forns, and instead of as in many
studi es where a central nonitor sends back to you, we
noticed this, do you agree with this, they just said,
we'll do that centrally, we're not going to -- there
were too many centers, we're not going to bother to go

back.
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So, | think what you got is the first cut
by the investigators, which picked up sone things,
m ssed sone things, and they did it all centrally. So,
| think that the explanation is the process, and
aver age investigators.

CHAI RPERSON PARKER:  Marv?

DOCTOR KONSTAM  You know, | nmean, | think
the easiest interpretation, you know, the quickest
interpretation of what we see here is that the
Endpoint Commttee was, in fact, picking up things
that did not have clinical relevance. | don't know
that for sure, but | think that's one good expl anation
for why the results appear to becone nuch nore
positive when you stick to the investigator's
j udgnent .

And, | just want to comment that, you know,
for future reference, and future design of clinical
trials, to ne these results chall enge the conventi onal
wi sdom of use of the Endpoint Conmttee as was done in
this case. It's not the first tinme that this has
happened either, that the results of a therapy was
nore obvi ously apparently efficacious in the hands of
the judgnent of the investigator than the Endpoint
Comm ttee.

So, | don't know, | just wonder about that.
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CHAlI RPERSON PARKER  |' mj ust wonderi ng one
thing, Eric, maybe you can just answer one questi on,
one of the biggest sources of discrepancy was i sol ated
CKMB i ncrease, no clinical synptonms, no pain, no EKG
changes, one value that went up. How confident are
you that that's a nyocardial infarction?

DOCTOR TOPCOL: An excel l ent question, MIt.
| think we all would agree with Marvin's assessnent,
that, in fact, the large <clinically detectable
infarcts were the inportant ones, and there was nore
than a 20 percent treatnent --

CHAI RPERSON PARKER: Try the mc -- yes,
great, thanks --

DOCTOR TOPQL:  -- but the issue about what
t hese isolated, as you saw presented infarcts with one
singl e enzyne and the scrutiny applied, the nunber of
serial enzynes was unprecedented in any other trial.
So, it's uncertain.

We know much nore about periprocedural
enzynmes than we know about one isolated enzyne in an
acute coronary syndrone, and whether that has any
| ong-term prognostic significance.

So, it's highly questionable, if anything,
t he i nvesti gat or/ physician team di agnosed infarcts are

much nore rel evant.
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CHAI RPERSON PARKER: It sounds |ike liver
function tests.

DOCTOR Di MARCO. Can | just ask one other
question? Wen we talk about the discrepancy, you
didn't go back to the investigators and they stil
di sagr eed. If the Events Committee had sent their
data and said, we found this, do you agree this neets
criteria, your investigators would have said yes, but
you just didn't bother to do it, is that right?

DOCTOR TOPQL: That's right, but | think if
you | ook at the actual, where the concordance is, of
course, the nortality concordance was all there, and
the large infarcts concordance was excellent, it was
really, as MIt is bringing up, it's these isolated
enzynmes, the smaller infarcts were the grey zone
where naturally -- and, interestingly, those appear to
be the platelet unresponsive events. You see, wth
this large treatnent benefit, it appeared to be quite
nmodul ated by a platelet inhibitor, whereas, with the
noi se here it appears to be sonething that is not
phar macol ogi cal | y nodul at abl e.

DOCTOR Di MARCO Yes, |I'm just talking
about, it's really not a discrepancy between the
investigators firmy feeling that these events did not

meet criteria, they would have agreed if you had shown
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t hem t he dat a.

DOCTOR TOPOL:  Yes.

CHAI RPERSON PARKER:  Dan?

DOCTOR RODEN: | just have to say sonet hi ng
in response to Marvin. | think the notion of
di sbanding Central Events Committees and allow ng
| ocal investigators in negatrials like this to make
their own judgnents about what is or is not a
nmyocardial infarction, or what is or is not sone other

event is a very, very dangerous suggestion.

DOCTOR KONSTAM | didn't quite suggest
that. | challenged --
DOCTOR RCDEN: | don't think you did,

Marvin, but | think the audi ence m ght have thought
you di d.

DOCTOR KONSTAM Wl | then, let nme nake it
clear, | just think that what we see here really
chal | enges the conventional wisdom and it ought to
undergo a little bit nore thought. And, if | were
designing a trial, | think I mght be tenpted to go
ahead and put the conmmttee together and count events
with that, but I mght be tenpted to choose, as the
primary endpoint, the investigator-determned M.

CHAI RPERSON PARKER: If you do that, |

don't see any purpose for having gone through the
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trouble of getting the conmttee together in the first
pl ace.

DOCTOR KONSTAM  Ckay, | accept the point.

CHAlI RPERSON PARKER:  Ckay.

DOCTOR KONSTAM | don't know t he answer,
but | stick to just the way | said it, is | challenge
the way we've been doing it up to now | think we
ought to think about it.

CHAl RPERSON PARKER: Ll oyd, do you want to
cone up to the mc?

DOCTOR FI SCHER:  Probably nobody wants to
hear this but a few statisticians, but it bothered ny
techni cal soul not to correct fact.

Initially, 1 had agreed with the FDA
reviewer and Lem about this .05 level on alpha
spending, but as | was sitting here |I was talking,
got the boundaries, and in point of fact the fina
decision is not based upon 1.96, the way the
boundaries are designed is that the next to |ast | ook,
if the value is not at |east 1.24, the z value, you
actually conclude that it's harnful as it were, you
stop the trial

So, the final decision, it's not enough to
have a 1.96, at the next to last look it has to be at

| east 1.24 and you have to have 1.96, so there is a
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penalty paid, and that's why the alpha level is
preserved, because it actually is -- you see what |I'm
sayi ng?

DOCTOR MOYE: Yes, so the final analysis
then is not -- the final conclusion is not based on
one analysis that occurred at the end of the trial,
it's based on the conbined analyses at the
penul ti nmat e?

DOCTOR FI SCHER:  Yes, yes. |If the value
had been, say, 1.1, the z value, in a favorable
direction, by the rules would have been interesting to
see the DSMB woul d have reacted, but by the rules the
trial had to stop and actually we were supposed to
declare it harnful in the other direction, which is a
little bizarre

But, nevertheless, the type 1 error is
preserved because it depends upon the two values. |If
it only depended upon one val ue, everybody's intuition
was obviously very -- and this was really bothering ne
today, it bothered ne to have a public record where
this was not understood.

DOCTOR FI SCHER:  So, just so | can clarify,
if the final analysis really cane in at a p val ue of
1.98, but you did not hit the correct |level at the

penul tinmate | ook, it would have been a negative trial?
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DOCTOR MOYE: That's correct.

DOCTOR FI SCHER:  Ckay.

DOCTOR MOYE:  And, that's where the penalty
is paid.

DOCTOR D MARCO  Can you transl ate that for
me?

DOCTOR FI SCHER  The qui ck transl ation is,
they did preserve the type 1 error at .025.

CHAI RPERSON PARKER: But, doi ng sonet hi ng
di fferent than usual.

DOCTOR RCDEN: | can't resist to make the
comment that we're obsessed by .05 because we were
born with ten fingers, and, you know, | wonder what
the statistical discussion would be had we been born
with nine fingers, or 11 fingers, what magi cal nunber
we woul d be using. |'m serious, sem -serious.

CHAI RPERSON PARKER: Tom | really -- no,
pl ease, but don't address the nine fingers.

DOCTOR FLEM NG  Not going to tal k about
that at all, going back to Marv's point, the CEC

In ny perspective, just thinking ahead,
because we are now tal king future, | think Marv has

hit a critically inportant point. The CEC does, in ny

interpretation, 1is playing a role to achieve
standardi zation and integrity, in essence, | would
S A G CORP.
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say, of clinically relevant events.

W have to be sure that the way we are
setting it up we are not capturing a large fraction of
subclinical events. D d the hurdle get changed? That
wasn't the intention of the CEC. The intention was
st andar di zat i on.

So, | think Marv's got it, it's not that we
should do away wth CEC, but we should be sure it's
carrying out the goal of standardization of events
that are at the clinical level that investigators are
detecting them

CHAlI RPERSON PARKER Tom 1'mgl ad you made
that clarification. Wat was unusual about the way
the CEC operated is that usually they review the
events that the investigators report, but they don't
seek other events.

Here, they went out of their way to seek
ot her events, and | guess the concept is, if the issue
is standardization, they should <confine their
attention to standardi zing and potentially excl udi ng
events or disqualifying events investigators say are
events, as long as the investigator initiated the
process of identifying what had happened, as opposed
to considering everything that the investigator did as

i rrel evant because the CEC, basically, is going to run
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the whole thing. |Is that correct? Fair enough.

John, does this discrepancy, which we've
now actually discussed at great Ilength, does it
strengt hen, undermne, or play no role, it's the sane
ki nd of question as nunber four?

DOCTOR Di MARCO  Again, | think there's a
di screpancy, but because | think that this was really
-- that in the end, presented with the sane data, the
i nvestigators would have agreed, | don't think that
this affects ny interpretation of the trial.

CHAlI RPERSON PARKER: Does anyone di sagree

with that? W've had a pretty extensive discussion on

this.

Lenf?

DOCTOR MOYE: | actually think it might
strengthen mne, and I'll tell you why. | really have

been concerned about this notion of unknown vita
status, because the p value for the primry endpoint
is so marginal. However, if I'mwlling to admt
that, perhaps, the adjudication of Ms was not as it
shoul d have been and, perhaps, nore of these clinical
Ms woul d have been admtted, and the p val ue becones
much stronger, the issue of vital status becones |ess
i nportant.

So, from that rather tortured point of
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view, | think |I'm sonewhat strengthened.

CHAI RPERSON PARKER: | don't Kknow, it
seened very logical to ne, Lem

Mar v?

DOCTOR KONSTAM  Yes, | actually agree. It
does strengthen nmy conviction in the correctness of
the primary finding, and I want to congratul ate the
i nvestigators and the presenters, never once in the
course of the presentation suggesting that we should
| ook to the investigator's analysis as the one that
m ght be nore correct. They never suggested that.
They wanted to stick all the time to what was the
predefined primry endpoint.

Havi ng done that, | am -- you know, the
fi ndi ng, | think, is bolstered by what the
i nvestigators found.

CHAI RPERSON PARKER  Sounds |i ke there's an
i nportant | esson there, Marv.

Can we just -- this actually is an
inportant point, so the issue of whether this
di screpancy actually strengthens one's confidence is
not irrelevant, given the borderline p value, issues
related to unknown vital status, neither the sponsor
or the investigator is claimng a strengthening of

evidence, so this is a spontaneous effort on the part
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of the commttee in response to a question fromthe
Agency.

So, we need to actually ask formally that
gquestion, because it may help to resol ve di scussions
on future issues. So, John, | know you al ready vot ed,
but there has been sone nore discussion, is there any
other -- anything else that you want to say?

DOCTOR Di MARCO | nean, the only thing I
would say is that | would have preferred that they
didn't split it like this, because, again, | don't
really think there woul d have been a disagreenent with
the investigators and the Events Commttee if they,
you know, actually presented the data back to the
investigator. | sort of -- | nmean, this wasn't a --
or, at least this wasn't, you know, a real decision-
maki ng body of -- | don't want to, you know, i npugn
the abilities of Duke cardiac fellows, but, you know,
they were two cardiac fellows, they checked the data,
they saw if the data net these criteria, they found a
ot of things that the investigators had m ssed. |If
it had been sent back to the investigator, |'m sure
the investigator would have signed off and said, yes,
| agree.

So, I don't think there's a big

di screpancy, and |I'm not sure what the benefit of
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actually splitting the two was.

CHAI RPERSON  PARKER: VWll, the other
alternative woul d have been that they woul d have sent
it back to the investigator and the investigator would
have said, well, | think that's ridiculous, that's not
an M.

DOCTOR Di MARCO But, these are pretty
objective criteria. | nean, there are enzyne |levels
which are related to normal, there are Q -- | nean, |
guess you coul d have sone di sagreenent on Q waves, and
there are deaths. | nean, there's not -- there's not
a lot of judgnent in those.

CHAI RPERSON PARKER: | don't think there
was any di screpancy on deat hs.

DOCTCR D MARCO  Yes, | nean, there's not
a lot of judgnent in those three things.

DOCTOR KONSTAM  Yes, but, you know, what
we know -- et nme just challenge that a second -- what
we know about nyocardial infarctions we know from
myocardi al infarctions that were diagnosed in the
clinical arena, in other words, in terns of the
natural history, in ternms of all that stuff,
everything we know about it we know about it because
a clinician diagnosed it, based on criteria, granted.

So, you know, | guess that |I'mnot so sure
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about it being so clearly objectively definable by
sonebody after the fact, getting a chart review, and,
you know, | think that's sonething of what's going on
her e.

CHAI RPERSON PARKER:  Ckay.

Well, we need to actually look at this
formal |y, because the discussion has significance, so,
Lem | think you said it strengthens?

DOCTOR MOYE: That's right.

CHAlI RPERSON PARKER:  JoAnn?

DOCTOR LI NDENFELD:  What's the question, |
think it plays no role.

CHAI RPERSON PARKER: JoAnn says no role.

DOCTOR KONSTAM  Strengt hens.

CHAI RPERSON PARKER: | | eana?

DOCTOR PI NA:  Strengt hens.

CHAlI RPERSON PARKER:  Dan?

DOCTOR RODEN: It plays no role, | think
the problemis that they -- if they wanted to capture
maj or clinical events than the criteria for nyocardi al
infarction should have been different, and those Duke
cardiology fellows would have then found a different
nunber . They just followed the criteria that were
establ i shed, and that's what we are asked to eval uate.

CHAlI RPERSON PARKER: Ckay, and ny vote is
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that it strengthens, so it's four to three for that,
this is question 6.2, Joan.

John, would a tine to first event nethod of
eval uati on have been nore appropriate? WMaybe | should
ask that to Len?

DOCTOR LI PI CKY: Actually, you m ght even
skip that for the sake of tinme, MIt, because that's
totally theoretical and up in the air.

CHAI RPERSON PARKER: W'l skip it.

6.4, was there a statistically significant
treatment effect favoring eptifibatide for the
prespecified intention to treat analysis of death or
myocardi al infarction?

John?

DOCTOR Di MARCO  Yes.

CHAI RPERSON PARKER:  Dan?

DOCTOR RCDEN:  Yes.

CHAI RPERSON PARKER:  JoAnn?

DOCTOR LI NDENFELD:  Yes.

CHAI RPERSON PARKER:  Marv?

DOCTOR KONSTAM  Yes.

DOCTOR PI NA:  Yes.

DOCTOR MOYE: Yes, but |'m going to say
it's critically undermned by the viral status issue.

| nmean, the viral status issue doesn't conme out in any
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of these questions here, and | feel conpelled to
infject it. So, | have to say yes, but it really is
underm ned by the vital status issue.

CHAlI RPERSON PARKER: (kay, and | say yes,
so that's 7:0.

Was t here statistically signi ficant
treatnment effect for all caused nortality?

John?

DOCTOR DiMARCO | don't recall the exact
nunbers, but | don't think they showed a difference --
a statistically difference in death, so, no.

CHAI RPERSON PARKER: Anyone di sagree?

CHAI RPERSON  PARKER: For nyocardi al
infarction, John?

DOCTOR D MARCO  Again, |I'd have to | ook at
t he exact nunber, can anyone tell nme what table that's
in? | just want to nmake sure, it's where all the
benefit was, but |'mnot sure --

CHAI RPERSON PARKER: Before we do that,
Ray, can | suggest we skip this? The reason is that
it's hard to understand the validity of an analysis
whi ch focuses on the non-fatal event w thout including
the analysis of sonmething worse than that. Do you
really want us to consider the -- | nmean, | don't

think that's the right thing to do.
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DOCTOR LI PI CKY:  Okay.

CHAI RPERSON PARKER:  Ckay.

Was there a statistically significant
t reat ment ef fect favoring the drug in the

subpopul ation that had PTCA, in the subpopul ati on had

PTCA?

John?

DOCTOR D MARCO | actually agree with the
sponsor in this, that | don't think these were

random zed groups that it's hard to talk about
statistics. They showed us sone trends, but | don't
think to describe these as statistically significant
woul d be fair or appropriate.

CHAI RPERSON PARKER: Ray, how does one
assign statistical significance to a subgroup anal ysis
for an effect that occurs after random zation?

DOCTOR LIPICKY: Well, | think just the way
you did, you can't.

CHAlI RPERSON PARKER:  (Ckay.

DOCTOR LI PI CKY: The question was asked
very specifically for you to enunciate that.

CHAlI RPERSON PARKER:  Does anyone t hi nk t hat
we can actually address the statistical significance
of question 6.5, in an appropriate fashion?

DOCTOR MOYE:  Not in any interpretable way,
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| don't think.

CHAlI RPERSON PARKER: Not in an
i nterpretable way.

Mar v?

DOCTOR KONSTAM Wl I, the reason for that
is because it's essentially a cohort analysis, it's
essentially not -- is that what the problemis?

CHAI RPERSON PARKER: It's based on an
anal ysi s of sonet hi ng t hat happened after
random zation, it's not even a subgroup anal ysis based
on a baseline characteristic.

DOCTOR MOYE: See, not only was it not
assi gned randomy, but the occurrence may very well be
related to sonething that occurs after random zati on,
and so it becones very difficult to interpret.

CHAI RPERSON PARKER:  Dan?

DOCTOR RODEN: In order to answer the
question, you would either have to conduct a trial in
this population alone, or prespecify the popul ation
and then randomze the drug, is that what the
contention is, because | think that --

CHAI RPERSON PARKER: It's not the -- this
is not the right trial to answer that question.

DOCTOR RODEN:  Ckay.

Vel |, having sort of said that, rather than
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asked as a question, it seens to ne that there is sone
value in this sort of post hoc analysis, and, perhaps,
inthis particular instance a particularly |arge val ue
because it does appear to explain the geography and,
per haps, explain the benefit in sone popul ati ons and
not in others.

So, | guess | agree with John, but sort of
rejecting it out of hand, as seens to be going on,
doesn't allow it to enter into the total package of
deci sion-making that we're going to be asked to do in
t he next half hour, hour.

CHAI RPERSON PARKER: Yes, | think that,
Dan, you are quite right. The problemis that the
guestion asks us to define statistical significance,
when, in fact, | think the intent of the question,
Ray, help us, is to ask whether the occurrence of PTCA
may have acted as a confounding factor in the
interpretation of the results.

DOCTOR LI PI CKY:  No, and, you know, | think
that the answer you gave is the answer that was
expected, and that the answer -- the thing that Doctor
Roden wants to discuss now is, indeed, pertinent, but
is part of 15.1.

CHAI RPERSON PARKER: Ckay, no problem

DOCTOR LI PI CKY: But, all | wanted to do

SAG CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

236

was to allow 15.1 to be discussed with it being
clearly known that one doesn't know what the facts
are.

CHAI RPERSON PARKER:  Ckay. It's always
nice to know that we understand what's goi ng on.

Seven, how inportant are the six-nonth
foll owup data which have not been submtted to the
division for reviewin interpreting the trial results?

John?

DOCTOR D MARCO Wl I, | think they provide
sone conformation that there isn't sone | atent adverse
reaction. They haven't really been reviewed. As |
said before, there's a lot of noise that occurs in
t hat peri od. | think this is something that, you
know, you look at if they've crossed over, or cone
together very rapidly, you' d be concerned about the
val ue, the overall value of the trial, but they really
don't affect the way you interpret the primry
endpoint, | don't think.

CHAlI RPERSON PARKER:  (Ckay.

It's not so much how you interpret, how
inportant are they? | think that if they didn't have
the six-nonth data would you feel that there was
sonet hi ng m ssi ng?

DOCTOR Di MARCO. Yes, | think that, you
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know, you do have to have sone | ong-term perspective,
and six nonths is probably reasonabl e.

CHAlI RPERSON PARKER:  Ckay.

Now, Marv echoed that earlier.

DOCTOR KONSTAM  Yes, | do feel that 1'd at
| east like to know that there is not evidence that the
effect seen at 30 days is reversing, that's what 1'd
i ke out of the six-nonth data.

CHAl RPERSON PARKER:  So, it sounds, | just
want to make sure that we're not, you know, over-
interpreting this, but it sounds as if you feel that
if there was sonmething mssing if the six nonth data
weren't here, it provides sone |evel of reassurance,
maybe a consi derabl e | evel of reassurance, given what
the alternatives mght be, that we actually think that
the six-nonth follow up data doesn't have to reach a
p val ue, but you have to have it in order to take a
| ook at what happens long term that we actually think
it's quite inportant.

| | eana?

DOCTOR Pl NA: | want to go back to a
comment that you had nmde earlier about other
myocardial infarction trials that have nmade an
intervention and then | ooked at the nortality at six

nonths and it has carried through, and it's true, this
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is a different trial in that sense, that those
interventions were after the diagnosis of infarction
had been nmade, then you intervene.

But, | think it gives us the same | evel of
confort and it confirns that nothing bad or the curves
haven't changed in the six-nonth period.

CHAI RPERSON PARKER: So, | think the
consensus, Dan, JoAnn, Lem is that actually it's
quite inportant, is that right, Dan?

DOCTOR RODEN:  Assum ng t hat procedures for
follow up are in place and there's not this
ascertai nment issue that Lem has worried about.

CHAl RPERSON PARKER  Yes, | nean, it has to
be well done, and, you know, all the other caveats,
and you really want to nmake sure that you have it in
al nost every one, if not every one.

kay, Len? So, the answer is, it's quite
i nportant.

Are the denonstrated incidents and severity
of bl eeding acceptable in this patient popul ation?
John?

DOCTOR Di MARCO: | actually have sone
concerns about this, sinply because, you know, you are
talking about treating a very large nunber of

patients, and there doesn't seemto be any way to, you
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know, assess the risk of bleeding. W didn't see any
risk factors for bleeding, it's relatively Iow, and
the significance of it, or the magnitude of it, is
simlar to the treatnment benefit, or in the same range
as the treatnent benefit.

However, you know, again, | think it's
acceptable, but |I'm unhappy about it. Let's put it
t hat way.

CHAI RPERSON PARKER:  JoAnn, you had sone
comments about this earlier.

DOCTOR LI NDENFELD: Well, it's probably
acceptable, | just don't think we know what the |ong
-- since we are not talking about nortality as the
only endpoi nt, now we are bal ancing bleeding with Ms,
and, you know, |'m concerned that this |evel of
bl eeding is substantially higher than in the dose in
| MPACT, and the absolute difference is no different.

So, | guess in terns of the two studies,
" m not convinced that this anount of bleeding is
acceptable, that this dose adds anything nore that
allows us to accept this rate of bl eeding.

CHAI RPERSON PARKER:  You are actually, |
think, raising a couple issues, you are al so raising
the issue of, you know, of dose. Let nme just try to

just focusing on PURSU T, because that's really what
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the question is about, so only the dose which is used
in PURSU T, because that's really the only dose that
PURSU T used, that is, well, it used two doses, but
the one that actually has the nost experience is the
hi gh dose. Do you think that the incidence of
severity, John says that he's concerned about it, |
want to nake sure that | quote you correctly, but that
you guess it's acceptable.

DOCTOR Di MARCO. Yes, | think that, you
know, would this influence ny use of this drug in a
clinical situation, | think, yes, it would have a
negati ve inpact on ny decision, clinical decision of
whet her | was going to use it or not. Do | think that
this is probably part and parcel of this therapy, it
probably is.

CHAI RPERSON PARKER:  Ckay.

JoAnNn?

DOCTOR LI NDENFELD: Yes, | think I would
agree with that, I'mstill concerned by this increased
| evel of bleeding, but it's probably acceptable. |
just don't think any of us have enough information to
know, probably an M is a nore inportant event than a
transfusi on, but many of these were small Ms and so
| don't think we have the information to know that,

but 1I'm concerned that in this study, at this dose,
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they pretty nmuch bal ance each ot her out.

And so, if we were to discover that
transfusion were a significant event, then there isn't
a positive outcone at this dose.

CHAlI RPERSON PARKER: Eric?

DOCTOR TOPQL: If | could just nmake one
point that | think is helpful here, because we are
about four years into the IlIb/llla era, and know ng
the interaction with Heparin, and in this case in the
context of a blinded trial, of course, adjusting
Hepari n downward was not possible, so while none of us
woul d say that the transfusion rate i s innocuous, and
it's not something that should be ignored, the
absol ute nunbers are low, but as we've |learned from
other trials, if we could | ower Heparin we woul d see
| ess bl eeding conplications.

DOCTOR LI NDENFELD: But, wasn't the PTT 50
to 70 the target in PURSU T, so that already is | ower
than it was in I MPACT, isn't it?

DOCTOR TOPOL: Well, but, you could be on
the lower end, | nean, that is, the enpiric dosing,
the first dose that's used, this is a three-day
protracted use of Heparin, and so the bolus, the
i nfusion, the weight adjustnment, could all be brought

downwar d.
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DOCTOR LI NDENFELD:  Well, it could be, but
then that's a different study.

DOCTOR TOPOL: In the context of a large
trial, you wouldn't be able to do that. In terns of
the placebo group, it certainly can be brought
downward, and, indeed, the shift to using |ower and
| ower doses of Heparin in conjunction with various
lIb/Il1la inhibitors is the way the field is noving.

DOCTOR LI NDENFELD: Right, but this was
| ower than the current standard, this PURSU T was 1-
1/2 to two instead of two to 2-1/2 PTT, is that -- |
guess | MPACT was ACT, but this was a substantially
| ower goal than | MPACT.

DOCTOR TOPCQL: The desired range was 50 to
70 seconds, but the actual dosing, the weight adjusted
dose could certainly be brought down if one had the

know edge of treating on an open basis with a llb/llla

i nhi bitor.

DOCTOR LI NDENFELD: Well, except that we
don't -- excuse me for just --

DOCTOR TOPOL: |I'msorry.

DOCTOR LI NDENFELD: -- but we don't have

the data that |owering the Heparin target further than
this study then would have the sane effect that this

st udy had.
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DOCTOR TOPCQL: W' ve been through that with

other trials and realize that bleeding conplications
are very nuch the interdependency of Heparin and
anticoagulants and IIb/Illa inhibitors, that's just a
point -- | think the absolute nunbers are not high
but it probably would be lower if this was done on an
open basi s.

CHAlI RPERSON PARKER: Yes. The problemis
that there's no way we can get there fromhere in this
trial, because the drug was given the way it was
given, and what was found in ternms of risk is also
linked to what was found in terns of efficacy. |If one
plays with the Heparin, one plays with the Heparin in
bot h spheres.

| | eana?

DOCTOR PINA: | think if | interpreted the
data correctly, the major nunber of bleeding events
al so occurred in the people who had the interventions,
so these are the people who you would expect woul d
bl eed because they are bei ng mani pul at ed.

There are things in here that you can't
take into consideration, such as the experience of the
operator in doing the case and how difficult the
patient is to get the case. So, even though |I'm not

happy with the fact that there has been bl eeding
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conplications and transfusions, | don't see how you
can tease this out of a nulticenter trial like this.

DOCTOR TOPOL: That's actually a very key
point you are bringing up, since so nmuch of the
bl eeding was tied into interventions, and that's when
the additional Heparin boluses are adm ni stered and
ACTs are run nmuch higher, and this is a key
distinction because the bleeding is very nuch
intertw ned with percutaneous interventions.

CHAlI RPERSON PARKER:  Ckay.

| think that we need a formal vote on this,
so | guess we should just go down and hear what
everyone has to say. Wll, maybe we can do it in the
foll ow ng way, both John and JoAnn have said that they
bel i eve, although they are concerned about bl eeding,
and the risk to benefit issues that bleeding raises,
that they believe that bl eeding is acceptabl e, because
that's what the question asks, in the patient
popul ation that was defined in PURSU T, given the
results of PURSUT. That's a correct summary, JoAnn?
Ckay.

Does anyone on the commttee disagree with
that ? Okay.

Next question, what was the effect of

Aspirin on efficacy and safety risk of bl eeding?
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John?

DOCTOR D MARCO  Well, for both of these
next questions, | don't think we can really answer
t hem Such a large percentage of patients were on
both Aspirin and Heparin, and we don't know why peopl e
weren't on Aspirin and Heparin, that | don't think
t hese questions are answerabl e.

CHAlI RPERSON PARKER:  Ckay.

| | eana?

DOCTOR PINA: | woul d encourage the sponsor
to perform trials that would answer sonme of these
questions and to look for the interactions between
Aspirin and Heparin, and to do good dose ranging
trials, the sane as to find the proper dose, you don't
know if there may be a dose slightly smaller than what
you' ve used that doesn't cause any bl eeding and that
there's no interaction, and so | think that these have
to be done wth clean, good ol d-fashioned
phar macoki netics trials.

CHAlI RPERSON PARKER:  (Ckay.

Let's proceed to question 11, do the
results of PURSU T alone, alone, denonstrate a
beneficial treatnent effect of the drug when used as
adjunctive therapy in patients with an acute coronary

syndrone, and, again, the options available to us are
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four options, this parallels the sane way we tried to
respond to MPACT Il, no effect, strength of evidence
equivalent to |l ess than the usual strength of evidence
for one trial, equivalent to what one usually sees in
one trial, or equivalent to what one sees in two
trials, so one of four possible options.

John?

DOCTOR Di MARCO. | think 1'd say if you
take it for the entire universe of acute coronary
syndrones, |'d have to say it's favorable but |ess
than usual trial, so your step two, | guess.

CHAI RPERSON PARKER: Step two, right, or
option two.

DOCTOR D MARCO  Option two.

CHAlI RPERSON PARKER:  Ckay.

Again, let nme repeat the options, no
effect, less than what is usually provided from one
trial, equivalent to one trial, or equivalent to two
trials.

Lenf

DOCTOR MOYE: Step two as well, less than
one trial.

CHAI RPERSON PARKER:  JoAnn?

DOCTOR LI NDENFELD: | think it's equival ent

to one trial
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CHAI RPERSON PARKER:  Marv?

DOCTOR KONSTAM  |1'I| say equivalent to one
trial.

CHAlI RPERSON PARKER: || eana?

DOCTOR PINA: | would say it's equival ent

to one trial.

CHAI RPERSON PARKER:  Dan?

DOCTOR RODEN:  ['Il say it's equivalent to
one trial.

CHAI RPERSON PARKER: | also would agree,
equi valent to one trial, so it's five versus two.

VWhat is the effective dose?

John?

DOCTOR D MARCO  Well, you know, | think
this is a question that several of us have expressed
concerns about, because we have sone data about in
vitro effects, and we have sone data about in vitro
measurenents of platelet aggregation at these various
doses, but we really don't see any gradation of
clinical results.

So, | think, you know, if we want to | ook
at the two studies that were submtted, the PRI DE and
t he PERI GEE study, we can get sone in vitro data, and
all you can is read those nunbers off the curves.

But, how that correlates to clinical benefit | don't
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think we can tell fromthe data.

CHAl RPERSON PARKER: | think that it would
be fair to say, though, that the evidence for PURSU T
really is only with one dose. | actually think that
that's what the Agency is asking us to say. In other
words, it wants us to be able to nmake a statenent that
only one dose was the source of the beneficial effect
that was voted on in the previous question.

DOCTOR LI PI CKY: Really, | guess, the
statenent is that threw away 1,000 patients. They
random zed 1,000 patients and | earned nothing, that's
my interpretation.

CHAI RPERSON PARKER: No, Eric, it's only
for you to contenpl ate.

DOCTOR KONSTAM  Can | ask a question that
|"'mnot sure we saw. Did we see a final analysis of
what the bleeding incidence was in the |ower dose
group? | don't renenber seeing that. Can we ask the
sponsor to comment on that? Was it an internedi ate
| evel between the placebo and --

DOCTOR HARRI NGTON:  Can | have slide 242,
we'll show you the TIM scale of bleeding for the
three doses. This is the contenporaneous anal ysis, so
just the analysis done in the three treatnment groups

at the tinme that the dose decision was made to
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di scontinue the |ower dose. So, it's through the
3,200 patient analysis, to try to get a sense of
conparable treatnent arnms, slide 242. The maj or
bl eeding, since it's not comng right up there, in the
pl acebo group, major bleeding, 9.0, the |ower dose,
10.5, and the higher dose 11.3.

DOCTCR KONSTAM  No, no, the 11.3 is at the
time that the decision was nade?

DOCTOR HARRI NGTON:  That's correct.

DOCTOR KONSTAM  And, what was the final
i ncidence in the overall high dose group, at the end
of the day?

DOCTOR HARRI NGTON: Do you have that?

DOCTOR KONSTAM It nust have been in the
sane range.

DOCTOR HARRI NGTON: It was very conpar abl e,
l et me give you the exact data.

DOCTOR KONSTAM  That's all right.

DOCTOR HARRI NGTON:  It's 10. 8.

DOCTOR KONSTAM  Ckay.

DOCTOR HARRI NGTON:  And, 9.3 in placebo.

DOCTOR KONSTAM So, there seens to be,
per haps, a dose response with regard to naj or bl eeds.

DOCTOR  HARRI NGTON: Wth regard to

bl eedi ng.
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DOCTOR KONSTAM  Yes.

DOCTOR RODEN: But, since you don't know
efficacy in the lower dose, it's very difficult to
interpret an isolated toxicity event.

CHAI RPERSON PARKER: That's true. But ,
there's al so no power.

DOCTOR KONSTAM | don't understand what
you are saying, Dan. | mean, it seens that the higher
dose -- the higher you go wth the dose the higher the
i nci dence of major bleeds, doesn't it?

DOCTOR RODEN: Right, right, but if the
inference is that at the |ower dose -- naybe they
shoul d use a | ower dose, or maybe we shoul d recommend
a | ower dose.

DOCTOR KONSTAM  No, | don't think you can
say that, because we don't know anything about
efficacy in that.

DOCTOR RODEN:  Ri ght.

DOCTOR KONSTAM  But, | think just in terns
of the question of --

DOCTOR RCDEN: Right, that's all | was
sayi ng.

DOCTOR KONSTAM  Yes, okay.

DOCTOR LIPICKY: W're still waiting to be

illumnated, do you want to wait?
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CHAI RPERSON PARKER: Oh, we already heard
the data, so we don't need the slide.

DOCTOR LI PI CKY:  Okay.

CHAI RPERSON PARKER: Are the denonstrated
incidents and severity of bleeding acceptable in this
patient population, 11.2. W just got sone --

DOCTOR LI NDENFELD: We answered that,
didn't we, ineight? W did that in eight.

CHAI RPERSON PARKER: Did we just do that?

DOCTOR LI NDENFELD: | think that was nunber

ei ght .

CHAlI RPERSON PARKER: Ch, I'm so sorry.
Ckay. Yes.

DOCTOR LI NDENFELD:  It's the same question
as eight.

CHAI RPERSON PARKER: No, no, no, we're in
12.

As outlined in the following table, there
have been four dosing reginens of the drug studied in
two major trials, that's a coomentary. \What is the
estimate of the in vitro platel et aggregation that was
achieved with each of these dosing reginmens? D d |
fall asleep?

DOCTOR LI NDENFELD: We have 11.3 to do,

think 11.2 was the sane as eight.
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DOCTOR KONSTAM It's just that 11.2 was
the sane as eight.

DOCTOR LI NDENFELD:  11.2 and ei ght were the
sane.

CHAI RPERSON PARKER: W did 11.

DOCTOR KONSTAM W did 11.

CHAI RPERSON PARKER: W finished 11.

DOCTOR LI NDENFELD:  No, we didn't do 11. 3.

CHAl RPERSON PARKER  And, we di scussed nost
of 12. Ckay, good, thank you.

DOCTOR MOYE: Can we have sone lights
first? Can we have sone |lights, please?

CHAI RPERSON PARKER: W' re okay.

DOCTOR MOYE: 11.3 we didn't do, did we?

CHAI RPERSON PARKER: 11.3 was 5: 2.

DOCTOR MOYE: Beg your pardon? 11.3 --

DOCTOR LI PI CKY: VWhat are you doing,
MI1ton?

CHAI RPERSON PARKER:  Ckay.

Are the results -- yes, 11.3, thank you --
are the results of PURSU T al one sufficient basis for
approval of the drug in this setting?

John?

DOCTOR DiMARCO Is this a binary answer?

CHAI RPERSON PARKER:  Yes.
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DOCTOR LI PI CKY:  Yes.

DOCTOR D MARCO  No.

CHAI RPERSON PARKER:  Ckay.

Lenf?

DOCTOR MOYE: No, they are no.

DOCTOR LI NDENFELD:  No.

DOCTOR KONSTAM  No.

CHAI RPERSON PARKER: | | eana?

DOCTOR PI NA:  No.

DOCTOR RODEN:  No.

CHAI RPERSON PARKER: No, so 7:0 for no.

Now, question 12. W' ve gone through nuch
of 12.1 and 12.2, can you just briefly just state for
the record what your answers are to 12.1 and 12.2?

DOCTOR DDMARCO | think the in vitro data
presented show that in order to achieve 80 percent
inhibition of platelet aggregation in a nornal
cal cemc environnment that you have to go to the higher
dose, and 182 seens to be the one that seens to have
t he maxi mum benefit according to the curves | | ooked
at .

CHAlI RPERSON PARKER:  Any ot her di scussi on?

DOCTOR PINA:  Yes. | don't entirely agree.
| think that that's the dose that was selected and

| ooked at as a subset of the PURSU T trial, but they
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never | ooked at it prospectively to see if it is the
mnimum efficacious dose wthin the calcium
envi ronment .

DOCTOR RODEN:  And, | guess the other issue
is that they do have, after the | oading dose, this is
the right trial, after the | oading dose 50 percent of
the patients did not achieve 80 percent platelet
aggregation transiently, and then by 24 hours they
were back to 80 plus percent, and by 48 hours up to
100 percent. So, there's certainly a w ndow early on,
per haps, because of a kinetic fluke or other reasons,
where it looks like there is roomfor inprovenent in
this reginmen, there would have been room for
i nprovenent in this reginen.

CHAlI RPERSON PARKER:  Ckay.

|"'mnot certain that we can shed any nore
l[ight on this. | think the issue has been di scussed.

Question 13, conpare the severity and
i nci dence of bleeding events between | MPACT Il and
PURSU T in the PTCA group, and are such conparisons
meani ngful ? W saw that data earlier today, and what
concl usions can we reach from| ooking at that data?

DOCTOR LIPICKY: And, I'll point out that
you are throwing away the statistical hats here now,

you are being doctors.
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CHAI RPERSON PARKER: | don't think this is
a statistical issue here. | think that the sponsor
has clearly identified the fact that bleeding usually
is associated with interventions, that the biggest
di fference between the drug treatnent group and the
pl acebo group was in the PTCA group, in terns of
bl eeding, and it is a common group, the sponsor, in
fact, has specifically tried to link the two trials
based on that common denom nator, so what is being
asked here is a clinical |ogical deducted inference,
and not a p value, there's no statistics here.

DOCTOR LI PI CKY: R ght.

DOCTOR DO MARCO dinically and | ogically,
| think that, you know, ny opinion would be that these
things are within the range of acceptability, but they
cone close to the magni tude of benefit that you see,
or at |east conprom se the magnitude of benefit that
you see, since | think even mnor bleeding, to ne as
a clinical who refers patients for procedures, is
fairly significant in ternms of patient norbidity.

So, it may not be death, but | think it's
sonething that will affect nmy use -- or mght affect
my potential use of the agent.

CHAI RPERSON PARKER:  Ckay.

DOCTOR DOMARCO | really can't conpare the
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two studies. | think in both studies that statenent
is true.

CHAI RPERSON PARKER:  Ckay.

| f the sponsor has shown data that in the
PTCA group the higher reginmen, the higher dose used in
PURSU T, was associated with nore bl eeding than the
| ower dose used in I MPACT II, and there has been sone
additional analyses that if one |ooked at even
additional doses there may have been also a dose
response rel ati onship, do you agree that the incidence
of bl eeding appears to be dose related by | ooking at
the totality of the data?

DOCTOR Di MARCO | don't think you can
conpare the nunbers at all, they are different
popul ations. You have people comng in for elective
procedures who get it just at the start of the

procedure, people who are having their intervention 24

to 48 hours intoit, I"'mnot sure how to conpare those
nunbers at all, and I'mnot sure which is the better
regi men.

CHAI RPERSON PARKER:  Marv?

DOCTOR KONSTAM  Yes, |I'mnot exactly sure
either, and it wasn't, obviously, a single trial
design to answer this question, but, you know, | nean

| amstruck by the fact that there was no increase in
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the incidence of najor bleeds in | MPACT Il and there
was an increase in the incidence of major bleeds in
the other study, PURSU T, and | think that the nost
likely clinical anyway, if not statistically valid,
conclusion to be drawn by the totality of the data is
that there is a dose response relationship with regard
to major bleed. | can't prove that, but | think that's
the conclusion that's nost consistent with all the
data put together.

CHAI RPERSON PARKER: | guess the question
is, does the commttee feel that there is a
rel ati onshi p between dose and bl eedi ng ri sk, which can
be inferred fromthe data that in front of us, even
t hough there has been no definitive eval uation of that
guesti on.

| | eana?

DOCTOR PINA: | think it's dose rel ated.
If you | ook at sonme of the other studies that they did
of platelet aggregation, you can see that there's an
increase in platelet -- a decrease, rather, in
pl atel et aggregation with the higher dose in the
subset taken fromthe PURSU T trial.

So, even though | don't have any direct
evi dence, | think we have enough inference to think

that there is a dose relationship to bl eeding.p
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CHAlI RPERSON PARKER:  Dan?

DOCTOR RODEN: | disagree. | nean, | think
that the popul ations are so different and the extended
basel ine platel et activation, for exanple, nay be so
different, that it's very difficult to nake up a dose
response rel ationship, except you can say that a dose
of this drug increases bleeding conplications, and
whet her a bi gger dose increases themnore is sonething
| don't think I would be willing to say.

CHAlI RPERSON PARKER:  JoAnn and Lem do you
have any views on this?

DOCTOR LI NDENFELD: | can't add anyt hi ng.
| think there's probably a dose relationship, but I
don't think we have enough data to be sure.

DOCTOR KONSTAM  You know, 1'd just like to
add, you know, one point that wasn't nmade, in terns of
conparing the nean effect on percent inhibition of
pl at el et aggregati on versus the popul ation effect, |
infer that there were a substantial nunber of patients
that had essentially conplete inhibition of platelet
aggregation in this population at the higher doses.

And so, you know, | guess, just for what
it's worth, I'"mnot surprised that you are going to
get sonme increase in the incidence of major bleeds in

there. So, anyway, that's at |east consistent.
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CHAlI RPERSON PARKER:  Lenf

DOCTOR MOYE: Nothing to add, MIt.

CHAI RPERSON PARKER: |'m sorry?

DOCTOR MOYE: Not hing to add.

CHAI RPERSON PARKER:  Ckay.

| guess ny sense is that there is probably
a relationship between dose and bl eed, so | guess the
commttee is pretty split on this issue.

Nunmber 14 is precisely the sanme question
but now an issue, the issue in front of the commttee
is efficacy and not safety, specifically, the
magni tude of the treatnent effect in IMPACT Il and
PURSU T in the PTCA group. Wat is being asked here
is not a statistical conclusion or statistically valid
conclusion, it's a clinically-based inference fromthe
avai | abl e dat a.

DOCTOR Di MARCO, Yes. | think we've
al ready tal ked about that we can't -- | don't think we
can talk about the statistics in the PTCA group in
PURSU T, but clinically I do find the observations
very supportive of the original trial, of the | MPACT
Il trial, so I do think that -- and, | think the
magni t ude of treatnent benefits, as much as you can
say, are probably roughly simlar, so | think that I

find the two groups, those two observations,
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support ed.

CHAI RPERSON PARKER: Do you think, in a
parall el question to this, that -- all right, do you
have any comment at all on whether the magnitude of
treatnment effect in the PTCA group differs fromthe
non- PTCA group in PURSU T, because it is in sone
respects the flip side of this question.

DOCTOR Di MARCO. Yes, again, | found it
striking in a clinical sense that a very large
proportion of the benefit was seen in the PTCA group
and, again, and | nentioned this earlier when we
t al ked about geography, it |ooked nore |like that a | ot
of the benefit was seen there and there was nuch
| esser benefit seen in patients who did no undergo the
i nterventi on. And, | think that observation, even
though it's not random zed, you can't really analyze
it statistically, supports the data that | saw in
| MPACT, which showed that there was a significant
benefit in that group. So, | think that those two
things tend to dovetail together.

CHAI RPERSON PARKER: Does anyone on the
conmttee have any additional comments? These
conparisons are very difficult to nmake, and one is
al ways treading on very thinice in trying to do this.

DOCTOR KONSTAM  Yes, and 1'd just like to
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just point out sone of the differences here besides
the difference in dose. You are not -- in addition to
the points that were nade about the problems wth
identifying the PTCA popul ation, at best this is a
speci al PTCA popul ation that has had unstabl e angi na
and nyocardial infarction, it's different duration of
treatnment, and the endpoints were different. So, al
of this, I think, adds up to | think agreeing with
John, that | don't see how you can begin to conpare
these two neaningfully with regard to what the
di fferent dose effects were.

CHAlI RPERSON PARKER: Now, unfortunately,
despite the fact that everyone on the conmttee says
that one can't put all these data together, that is
precisely what we are being asked to do in question
15. Question 15 requests us to put all of this
together, all of the differences, not only in the
patient population, in the dosing reginens, in the
duration of infusion, difference in all the subgroup
anal yses, the interventions, the concom tant therapy,
all of these differences, sonme small and irrel evant,
sone large and interesting, and putting together,
based on a binary recommendati on concerni ng approval
and nore specifically identification of patient

popul ation, treatnment effect, dosing schedule and
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| abel i ng.

So, although we have all said we can't do
this, that is exactly what we nmust do. So, the first
question is a binary answer, should the drug be
approved. Now, |let ne enphasize, all that is being
requested here is yes or no. If you think it 1is
approvabl e for anything, in anybody, at any dose, the
answer should be yes, and you can then nake all of
your qualifications, and recomendati ons and concerns
known in the sub-questions. But, if you think that
you would support the approval in any patient
popul ati on, and you can make that clear in questions
.1 and .2, for any indication, at any dose, or a dose,
t hen you shoul d say yes, because what we don't want to
do now is spend tine saying, yes, but only in so and
SoO. We'll get to that the next step. You shoul d
qualify your question here only if it deals with the
overal | issue of approval, but not the details of the
approval. |Is that fair?

John, would you recommend that the drug be

approved?

DOCTOR Di MARCO Yes, | can consider a
scenario in which I wuld be led to a vote for
approval .

CHAl RPERSON PARKER:. That is precisely the
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t hat

there are scenari os under which | could be induced to

vote for approval.
CHAlI RPERSON PARKER: || eana?
DOCTOR PI NA: | agree.
CHAI RPERSON PARKER:  Marv?
DOCTOR KONSTAM  1'I| just say yes.
DOCTOR LI NDENFELD:  Yes.

DOCTOR MOYE:  Yes.

CHAl RPERSON PARKER: Yes, so it's 7:0,

now t he details.

and

DOCTOR LI PI CKY: May | ask for a little

clarification, | nean, not much, but in the preceding

answers everybody -- well, | guess it wasn't

everybody, but it wasn't very uniformthat there

wer e

two trials that were very convincing, but yet, there's

very uniformagreenent that this is approvabl e.

anyone find that funny?

Does

DOCTOR MOYE: Ray, let ne address that,

because | think that each trial is weak, so why |

don't address that specifically. | think that there
are critical weaknesses in |MPACT, regarding the
intention to treat analogy, | think there are critical

weaknesses in PURSU T regarding the vital status
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issue. Both of these have marginal p val ues and best,
and any one of the reasonabl e assunptions, one of nmany
reasonabl e assunptions will push you over the I|ine.

However, when | | ook at the data, and | ask
nyself for the totality of evidence, from both | MPACT
and from PURSU T, is there sonething here, then ny

honest answer is yes there is.

Now, | don't have two trials, you know,
maybe | have one and a fraction, | don't know.
DOCTOR LI PI CKY: (Ckay. | understand that,

that's fine.

CHAI RPERSON PARKER: Does anyone want to
add to that?

DOCTOR KONSTAM  Yes, 1'd like to add to
it. | nean, | think that the easiest construct that's
going to wind up leading ne to answer yes is to say,
| see a very strong signal fromone of the trials in
one of the popul ations, and | see enough in the other
trial to confirmthat | really believe that signal
And, I'm sure we'll get into that in detail, but I
think that's, | think, the logic that | eads ne to say
yes.

CHAlI RPERSON PARKER:  Ckay.

John, for what patient popul ati on woul d you

propose that the drug be approved?
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DOCTOR Di MARCO Wth some reservations
that we may tal k about later, I would say that | find
the linkage in the PTCA popul ation fairly convincing,
much as Lem says, you know, sort of |ike strength of
evidence fromthe two trials.

| really don't find a |ot of support from
the PURSU T data in people who did not undergo an
intervention, and so | would favor, if we were going
to approve it, that it would be restricted to people
undergoi ng intervention right now.

CHAI RPERSON PARKER:  Ckay.

Can we have sone general discussion? John
i's proposing approval for patients undergoing PTCA
| assune that the wording would be, PTCA in general,
| guess, with or without unstable angina wouldn't be
i nportant, just PTCA

DOCTOR RODEN:  So, it's ny understandi ng
that we could use the sort of totality of data to nmake
i nferences. | support what John says.

The PURSU T support, the conclusion of
| MPACT for nme, the | MPACT data provide very little

support for the broad conclusion of PURSU T for ne,

and, therefore, | would confine the approval to the
popul ation studied in IMPACT Il or sonme variant
t her eof .
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CHAI RPERSON PARKER: || eana?

DOCTOR PINA:  Yes. | feel the sane way.
After looking at the PURSU T data, | feel nmuch nore
confortabl e about the | MPACT || data, because | think
that confirms the use in the PTCA

Which of the patients that undergo PTCA
shoul d be included, I'"'mnot really certain, so | would

probably stick to the popul ati on that was described in

| MPACT 1 1.

CHAlI RPERSON PARKER:  Marv?

DOCTOR KONSTAM | guess | agree wth
what's been said. | think that the strongest argunent

to be nade is that, as other people have said, that
the PURSU T data, that there's enough in the PURSU T
data to nmake ne accept the IMPACT Il data, that this
is approvable in the setting of coronary intervention.

|"'mon the fence about the other way, but
| think that we have a single, what | consider a
single positive trial in a broad population wth
probably -- and I think for a |ot of reasons we are
not quite clear exactly what's the population that's
really driving this, and 1'd like to accept the
sponsor's contention that we're dealing with a single
pat hophysiologic entity, but I'mjust not quite there.

And so, I'"'mnot quite at the point where
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|'"d approve it broadly for non Qwave M unstable

angi na.

CHAlI RPERSON PARKER:  JoAnn?

DOCTOR LI NDENFELD: | feel the sane way.
| just -- although | think it's logically a bit

i nconsi stent, because PURSU T was designed to study a
strategy, still, I'm not at all convinced that
patients, in the absence of their -- that you can't
get the sane benefit by going ahead and treating
patients who have an intervention, and |'m concerned
because it's inconsistent with the design of the

study, but that's what the totality of data says to

ne.
CHAlI RPERSON PARKER:  Lenf
DOCTOR MOYE: | have nothing to add.
CHAl RPERSON PARKER: Before | go -- | just
want to clarify one thing, because | guess |I'm

personal |y confused. The sponsor has presented to
this conmttee two trials. One of themis a trial in
PTCA which, despite any actions of the commttee in
the past, the commttee has sone reservations about
today, and had a split vote on whether it actually
liked the trial or not, and I'l|l use that term because
it's the nost non-binary terml can think of. And, it

said, this commttee said, it really wasn't very
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confortable with IMPACT Il, and that's a trial that
exam ned the treatnment effect in a PTCA popul ati on.

The sponsor then went ahead and did a nuch
larger trial of 11,000 patients in unstable angina and
non Qwave infarct, a trial which the conmttee sort
of liked in a non-binary way, and which had, | guess,
none of the issues of random zation, and had sone
issues related to investigator-determned events which
gave sonme of wus sone confort, but the patient
popul ation studied in that trial was not PTCA the
patient population studied in that trial was unstable
angi na and non Qwave infarct. And, whether they got
a PTCA or not was up to the clinical judgnment of the
i nvesti gator.

So that, the strength of the evidence is in

the -- we have said earlier -- in the unstable angi na
and non Qwave trial, | think we said that, that's a
trial we liked better, that was the bigger trial, it
was the better trial, it was the |ess confounded
trial, it was the trial that actually is the only

trial that used the dose which is being recommended.

And, we're saying that that's not the basis for

approval ?
DOCTOR Di MARCO  Well, 1'Ill say sonething
her e. If you recall, ny votes were actually
S A G CORP.
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consistent with the opinion, but | think that the fact
is that if you take the whole commttee's view, with
| MPACT Il we said that we needed sonme confirmation
and we got sone confirmation

| f there had been a popul ati on of unstable
angina in I MPACT Il that was anal yzed separately and
had sort of the same results to support PURSU T, we
m ght have the sanme concl usi on.

| think what we are saying is that, we now
have sonething that we weren't terribly confortable
with that has not been confirmed, not perfectly, but
confirmed, and so we have a wei ght of evidence going
in that way, and we still are waiting for nore
evidence to show that this |arger universe of people
wi th unstabl e angi na, non Q wave M, we need sone nore
supporting data.

CHAI RPERSON PARKER: But, wait a m nute,
the fact that you got IMPACT Il first is purely
historical. They could have presented PURSU T first.
| guess | don't understand.

DOCTOR KONSTAM Vll, you know, let ne
comment. First of all, | would say I'mon the fence,
and so | think this is a very tough decision about the
approvability in non Qwave M, unstable angina. I

guess, you know, the issue of the chronology is of no
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consequence to ne.

| think | have a couple of problens with
approving it for the broad application of non Q wave
infarct, unstable angina on the basis of PURSU T. The
first is that we are dealing with a very broad
popul ation and a substantial anmount of the endpoint,
if not all of it, but a significant anount of the
endpoint is being driven by the sub-popul ati on that
al so had a coronary intervention. So, that's one
problemthat | have with the broad approvability.

The second problemis in the confirmation
question, and | guess we could -- nobody has conmment ed
on this, and maybe Ray wants to comment, but we could
argue that because we are dealing with an irreversible
endpoi nt of death or nyocardial infarction, we m ght
not need the sane standard of confirmation. Ray is
shaki ng hi s head.

DOCTOR RODEN:  No.

DOCTOR KONSTAM  It's irrel evant.

CHAI RPERSON PARKER: No, | actually don't
think that that's the issue.

DOCTOR KONSTAM  Ckay, let nme just finish

t hen. | think that the issue is, and we haven't

gotten into this in detail, in ternms of rationalizing

this, but | do find substantial confirnmation -- sone
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significant anmount of confirmation to the | MPACT I
trial inthe PURSUT trial. Nobody has ever said that
we see that the other way around. GCkay. So, that's
t he ot her problem

So, that's what's keeping nme from being
clear that we should approve it in the PURSUT
popul ati on.

DOCTOR LIPICKY: Right, if | can rephrase
what | heard being said, sort of in ny own |anguage,
what was being said was that in these two patient
popul ations, a treatnent effect was seen in each
maybe not neither of the trials being sufficient to
carry the weight of the day, but that both trials sort
of had a treatnent effect, and that the one patient
popul ation that was in both trials, where people can
wal k away saying there was a treatnent effect in this
popul ation and | sawit twice, was in the PTCA group,
and that, therefore, one feels confortable wth the
statenent, well, it ought to be approved because,
geez, there is a level of evidence here that says it
has an effect in this disease state, but | need to
nane a di sease state, and the only di sease state | can
name is to be used concomtantly with PTCA because |
can't see this trial, onits own, saying for unstable

angi na.
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That's the reasoning process that | heard,
and, | nean, | nust admt, maybe there's sonething
wong with ny thinking process, but that sounds
reasonabl e.

CHAI RPERSON PARKER:  Well, | think -- let
me try to -- | agree with that is what the commttee
is saying. The committee is saying that they have a
mental concept of strength of evidence of two trials,
and that that standard is considered by the commttee
to be persuasive, and that the data that woul d support
an effect in two trials comes from the two trials
before us, but only in the population with PTCA, and
not in the broadbased popul ation of unstable angina
and non Qwave M. | understand that.

And, that would be the |ogical basis for a
regul atory decision, that would be why you coul d say
that you thought that PURSU T was positive, but it
wasn't good enough for approval.

| just think it is ironic that the |arger
trial, the |less <controversial trial, and nore
specifically the trial that used the dose which is
being recomended, is the trial which wasn't
specifically designed to study the indication which
the commttee says the drug should be recomended for

approval .
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DOCTOR LI PICKY: Correct, but that's okay.

CHAI RPERSON PARKER: | under st and.

DOCTOR LIPICKY: And, | nust admt this is
alittle bit on the strange side, and certainly is not
the way in which one usually goes about this kind of
deci si on-maki ng, but | think the decision-nmaking, as
it has gone, is totally understandabl e.

CHAlI RPERSON PARKER: Eric?

DOCTOR TOPQL: Yes. I|I'ma bit troubled by
sone of the discussion, because we've been review ng
a trial which is the largest ever in acute coronary
syndronme, 11,000 patients, and we saw the benefit of
patients before they ever got to the cath | ab that was
reviewed. W also saw the benefit of patients who had
no intervention, that it was consistent of 1.5 percent
absol ute benefit, and the dose that was optim zed from
the first trial that was changed to this acute
coronary syndrone tri al

So, to conclude that the treatnment -- the
therapeutic effect is only in the patients who undergo
angi oplasty is negated by the data. It seens that if
anything it would be the other conclusion, that, in
fact, this large trial, which was nuch nore
conclusive, wth a treatnent effect certainly

enphasi zed by the investigator reading of the |arge
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infarcts in patients comng in de novo, acute coronary
syndrone w thout any intervention, whether marked
benefit was shown.

DOCTOR LI PI CKY: What was clearly said was
if you had to concl ude everything about PURSU T from
PURSU T, then you ought to go hone right now It just
ain't going to nmake it.

So, PURSU T alone can't carry the day. It
doesn't have enough strength to draw concl usions from
it. Now, it needs sonmething else. GCkay? That's all
there is.

So, what else is there? The other thing
there is is PTCA and the other thing there is, is
this broad concept that everything deals wth
pl atel ets, okay, and that there is sonme kind of thing
that is a platelet thing, and it doesn't matter what
you call it.

| think the coommttee says, go honme with
t hat noti on. | can identify patient population
operantly that | feel confortable there's a treatnent
effect wwth, and the other stuff is just dream ng.

DOCTOR FLEM NG Ray, could you clarify in
your second paragraph here, provided to the commtted,
what the intention 1is, it says, "The Agency

specifically suggested the regul atory requirenent for
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i ndependent substantiation that could be net by two
studies, one in post-angioplasty, one in acute
coronary syndrone, because they share the sane
pat hophysi ol ogi cal basi s. The draft proposal says
that two such studies would support use in both
clinical settings.” Now, does that nean that the FDA
actually neant that the acute coronary syndrone coul d
support the post-angioplasty setting but not vice
versa, or did you nean what you sai d?

DOCTOR LI PI CKY: | didn't wite that,
Doctor Tenple wote that, in a draft guidance, and he
inplied that, in that draft guidance, that the
commonal ity of a platelet syndrone, the comonality of
platelets being inportant in those two patient
popul ations, would allow one to study one patient
popul ation, the other patient popul ation, and get
approved for both.

Now, that depends on the results of the
trials, and what was said here today was naybe that
woul d have been all right if the results of both
trials were really very concl usive. But, what was
said here today was that neither trial was really al
that convincing, so they needed -- the conmttee
needed to attenpt to nmake sonet hi ng convincing in sone

patient population to reach the binary approvable
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level. Oherwise, it would have not been approvabl e
at all.

CHAlI RPERSON PARKER: The situation may or
may not becone nore clear when we go through the other
questions, but for the question 15.1 the vote was five
for PTCA, Doctor Myé abstained, and | voted for a
nor e general approval.

15.2, how should the treatnent effect be
descri bed?

John?

DOCTOR Di MARCO Wl l, | think, you know,
you describe it as the nunbers that they showed.

CHAl RPERSON PARKER:  I'msorry, the intent
is, what is the benefit that was derived, i.e., death,
M or intervention, or death or M.

DOCTOR LIPICKY: Well, the results of one
study were evaluated as death, M and urgent
i ntervention. The results of the other study were
death and M.

Now, when you describe the studies, you can

describe the studies, but how will the indication
read?

CHAI RPERSON  PARKER: Is it for the
reduction of, for exanple, deat h, myocar di al

infarction, or death, nyocardial infarction and urgent
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i ntervention?

DOCTOR Di MARCO. |'d leave it as death,
myocardi al infarction and urgent intervention. I n
| MPACT |11, they showed that a very high proportion of

t he peopl e who had urgent interventions had nyocardi al
-- had abrupt closure, had nyocardial infarctions, and
| think that that was the nmmjor reason for their
urgent intervention, that was a small conponent. So,
|'d | eave those three parts in there.

CHAlI RPERSON PARKER:  Dan?

DOCTCR FENICHEL: M Iton, excuse ne, there
is an option here which you probably should consi der
as part of this question. It's sonething which is
perennial and keeps getting shot down, but | think
it's, perhaps, appropriate to bring it up again, and
that is the possibility that the nature of the
treatment effect m ght not be described. One of the
things that keeps comng up is, so and so is indicated
for hypertension, or so and so is indicated for
congestive heart failure, we don't really say what it
does in congestive failure, it's just if that you have
congestive heart failure it's a good thing to take
this stuff.

Now, that keeps getting rejected, and we

keep going back to the trials and saying, no, it ought
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to say indicated for congestive heart failure in order
to reduce the frequency of hospitalization, or in
order to do this or that, or whatever the other thing
is that was shown in the trials.

But, we certainly have had ot her situations
where it's been quite difficult to identify something
where the commttee has had this gestalt, well, it's
good for you but we don't really know exactly why it's
good for you, and we've been winging it in various
situations, never with the solution, this is indicated
for name of condition period, but, once again, that's
al ways an option.

DOCTOR KONSTAM  Bob, you know, | think the
reason that mght be less of an option here, in
particular, if we are looking at the angioplasty
situation, angioplasty is not a condition, it's an
i ntervention.

So, we would say it's indicated for
angi opl asty.

DOCTOR FENI CHEL: Well, |I'mnot advocating
that, Marvin, first of all, I'mjust pointing out that
it is an option, but also, you know, one could
certainly wite | anguage that says it's indicated as
concurrent treatnment in patients who are receiving

PTCA, and, you know, why should they get it? Well --
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DOCTOR LI PI CKY:  For ischem c conplications
or what ever

DOCTOR FENI CHEL: Yes, sonething |ike that,
and then --

DOCTOR LI PICKY: But, it wouldn't have to
say --

DOCTOR FENI CHEL: -- you want to find out

what was found --

DOCTOR LIPICKY: -- to preserve life --
DOCTOR FENI CHEL: -- read the descriptions.
DOCTOR LI PI CKY: -- and decrease nyocardi a

infarctions and keep you from cathing the patient

agai n.

CHAI RPERSON PARKER | think John has voted
for the precise endpoint in IMPACT Il, is that right?
Ckay.

Let's see, Marv, why don't we start on your
end, what is your view?

DOCTOR KONSTAM  Yes. | guess |'d agree
with that, with the alternative being sone kind of
wor di ng saying, you know, clinically significant or
clinically major ischemc event, as indicated by a
trial that showed the effect on this conbined
endpoi nt, sonething of that nature m ght be acceptable

to ne.
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CHAlI RPERSON PARKER: || eana?

DOCTOR PINA: | will vote nore for the
general di scussion which was just presented for PTCA
and | would | eave the specific endpoints out.

CHAlI RPERSON PARKER: And, Dan?

DOCTOR RODEN: l'd use the |IMACT 11
endpoi nt s.

CHAl RPERSON PARKER: It was fasci nati ng,
was actually looking forward to the commttee's
response here, because what | was, | guess, half
expecting was that the commttee was going to say
death and M, and then | was going to really get upset
about the inconsistency, but | guess | can't get upset
about the inconsistency now because what the commttee
is essentially saying is that PURSU T confirns | MPACT
1, and that what drives the |anguage here, and the
whol e tenor of the discussion, is that IMPACT Il is
really the central trial with PURSU T confirmng it,
both with respect to the indication which is being
recommended, that is, the patient popul ation, as well
as the treatnent effect.

Having said that then, it 1is really
interesting what you are going to say about dosing,
because if the pattern has been that | MPACT -- that

PURSU T confirms | MPACT 11, and you have followed this
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pattern now consistently times tw, then on 15.3
you' ve got to choose a dose.

So, John, what's the dose?

DOCTOR Di MARCO | think this is the
weakest part of the indication, because we are tal king
about not really knowing, or at least | can't tell
what the dose response is, and we're basing -- or the
sponsor is basing their request based on in vitro
dat a.

So, | would say that, perhaps, the initial
proposal would be to approve one or the | MPACT 11
doses and then hope that the sponsor could rapidly do
sone study, which didn't actually, perhaps, have to
denonstrate efficacy, but at |east show that there's
no i ncreased conplications.

But, | would approve -- | would propose it
at the start at the I MPACT Il dose.

CHAI RPERSON PARKER:  Dan?

DOCTOR RCODEN: Wthout sort of crawing
into other commttee nenbers -- | think it's fair to
say that I'"'mas big a believer in in vitro data as
anyone sitting up here now, but | agree with John, |
think that there's very little evidence of a dose
response here in clinical outconmes. | agree with al

the in vitro and the in vivo, the clinical platelet
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aggregation data, and so | would not sort of fall back
on the 135.05 or 0.5 dose, but | would say that that's
the dose that is the | owest and provides efficacy.

CHAI RPERSON PARKER: | | eana?

DOCTOR PI NA:  Yes, | concur with what Dan
is saying, | would recomrend the dose used in | MPACT
because there was sone efficacy and the risk of
bl eeding was quite a bit less, if | renenber the
per cent ages.

CHAlI RPERSON PARKER:  Marv?

DOCTOR KONSTAM Wl |, | guess |I'mon shaky
grounds, but | guess that |I'mreceptive to considering
t he higher dose, and | understand the problem that
that poses in terns of a clear rationale, given that
IMPACT Il is the principal trial driving it, but, you
know, | do think that there -- |I'm convinced by the
phar macodynam cs data, and | guess that |'mnot sure
exactly howto word it, or howto deal with it, but I
bel i eve based on the data set that you are going to
get better therapeutic effect with a higher dose.

DOCTCR D MARCO  But, there's no --

DOCTOR KONSTAM | know, | know.

DOCTOR DOMARCO  -- can | just interrupt
for a second, there's no way that a PTCA popul ation is

going to get three days of infusion, so that, | think
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we have to go with sonething that's within the range.

DOCTOR KONSTAM  Ri ght .

CHAlI RPERSON PARKER: John, that's a good
point. If the indication is PTCA, the dosing reginen
that was evaluated in PURSU T was a specific bolus
followed by specific infusion for 72 hours, but
soneti mes 36 because that's what was sonetines done in
the U S., but | understand --

DOCTOR KONSTAM  And, sonetines 96

CHAI RPERSON PARKER: -- and sonetinmes 96,
so it would be hard to stick to -- well, first of all,
it would be inconsistent to pursue the dose in PURSU T
if you don't think that PURSU T is the way you are
t hi nki ng about this.

DOCTOR KONSTAM O course, with regard --
| mean, we understand the angi opl asties were not done
at the beginning of the PURSU T infusion, so | think
the data set is consistent with the belief that you
could get away with a shorter infusion around the tine
of angioplasty, and the critical factor is likely to
be the steady state that you' ve got around that tine.

So, you know, | don't know what to do with
it, because | understand that |I'mon very shaky ground
with regard to being able to wite that down as a

dosi ng regi nen.
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CHAlI RPERSON PARKER | just want to just be
clear, | understand that the majority of the commttee
is being entirely internally consistent here, that
IMPACT Il is driving this, that the power is in | MPACT
1, that the patient population is defined by | MPACT
Il, the treatnent effect is defined by | MACT 11,
t herefore, the dosing schedule is defined by | MPACT
1, and | think, by the way, particularly in terns of
duration of infusion it's entirely appropriate, but
this is a dose the sponsor doesn't believe in anynore.

DOCTOR LI PI CKY: Yes, but that's their
problem Mton.

CHAI RPERSON PARKER: Do you think that we
| earned anyt hing from PURSUI T?

DOCTOR LI PI CKY: Yes, works in PTCA

DOCTOR RODEN:  Not about dose.

M5. WTHES: | have to say sonething, |'m
Janet Wthes, and what is really disturbing ne about
this last part of the conversation --

CHAl RPERSON PARKER: Can you identify your
affiliation, sorry.

M5. WTHES: Yes, |'ma consultant for COR
What's disturbing me about this last part of the
di scussion is that the inference is comng out of a

post -random zati on subgroup, the PTCA group, which is,
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in part, determned by what group the people were
random zed to.

So, it feels totally -- | feel as if the
logic -- | don't understand your | ogic.

CHAI RPERSON PARKER: | don't think that the
commttee is attenpting to defend in precise terns the
| ogic of this.

M5. WTHES: But, | just had to point out
that the way you are taking this big study --

CHAl RPERSON PARKER:  No, no, let nme try, |
t hi nk, Ray pursued, I t hi nk, described this
accurately, the commttee did not feel that PURSU T,
taken alone, was enough to get a very broadbased
popul ation indication. Part of that, by the way, is
strength of evidence, part of that is concerns that
many nmenbers of the conmttee have outlined in terns
of bleeding, and the risk to benefit relationship that
is defined by that.

So that, for many nenbers of the commttee,
the mpjority of the commttee, the vast mpjority of
the coomttee, said |'msorry, it just doesn't nmake it
for us for acute coronary syndrone, and, therefore,
they had two alternatives. They could either say no,
pl ease go honme, you have nothing to be approved for,

or, two, well, PTCA is sonething that the two trials
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had i n conmon, the sponsor actually nmade that point,
and it's a nore defined patient population, and it's
a patient popul ation which had at | east the strength
of experiences in two trials, albeit one entirely post
hoc.

John, did | describe that correctly?

DOCTOR Di MARCO Yes, | think that's
exactly what we are trying to do.

CHAlI RPERSON PARKER  Yes, pl ease, you know,
there's no doubt that this is an issue worth tal king
about for a few nore m nutes.

DOCTOR FLEM NG  Just to briefly start off,
as Janet had pointed out, looking at this from a
statistician's perspective, one of the issues that
concerns us greatly is that there's a fundanental
difference in timng in the I MPACT trial and in the
PURSU T trial. Times zero relates to the acute
coronary syndrone, and that's really the strength of
the evidence from PURSU T. It first and forenost
addresses that setting with strengths, that it is a
supportive, as you say, non-statistical inference.

VWhat |I'm hearing is, we have a weakly
positive study in setting A and a stronger positive
study in setting B, and the inference is going to be

for the indication in A which is where you have the
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weaker study, which leads nme to conclude that the
i ndication that two such studies would support use in
both, italicized by you in clinical settings, was not
really intended, because you are not willing to go the
broader setting without really two studies in that
br oader setting?

DOCTOR LI PICKY: That's correct, that the
literal interpretation of that statenment is not
appropri ate. | could conceive of results, say if
| MPACT | or Il was really a pretty striking finding,
not quite enough to win approval, but, you know,
sonmewhere in the .01 range or sonething, okay, and
there was no issue with respect to whether or not
t here was another dose that didn't | ook as good in the
sanme random zed trial, and, yet, it was the sane dose
in ternms of platelet inhibition, and then there was
another trial in unstable angina that really, you
know, kind of knocks your eyes out also. Then, |
thi nk that one may have been in a slightly different
kind of, howam!| going to put this together problem

The problem here is that neither study is
really so terrific. They both have suggestions of
sonet hing going on that's rel evant, and appropri ate,
and has benefit, but not so terrifically convincing at

all, so the conmttee is sort of faced with having to
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put it together sonehow.

Odinarily, we would not have had the
questions in this order, the statenent would have
been, if you can't figure out who to give it to, and
the coomttee said well we can't tell whether it works
in PTCA or not in PURSU T, okay, statistically, we
don't know who to give it to, we don't know what dose
to adm nister, ny usual position would have been, how
can you say approve it?

DOCTOR FLEM NG Well, just one quick
comment . Listening, and it's the commttee's
judgnment, of course, here that counts, it's the
commttee's view of the strengths of the studies that
counts, listening, though, it seened to ne that there
was masterful logic all the way up to question 15.1,
and ny interpretation of hearing you was that both
studies were on the edge, but they were both positive
and the PURSU T trial was nore positive, and where |'m
struggling is the logic of not including in the
indication the setting where the study was nore
positive.

Now, if I'"'mmsinterpreting you, then I'm
not so confused.

CHAlI RPERSON PARKER: No, Tom | think you

described it accurately, but I --
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DOCTOR RODEN: But, it conmes down to an
issue of sort of confort levels, | think, at this
point, and |looking at the PURSU T data for ne, the
group that 1'm unconfortable with are all those
patients in other parts or the world in which the
benefit was much harder to show, and who don't have
the benefits, so to speak, of an intervention.

So, what | said before applies for ne, and
| don't want to speak for other nenbers of the
conmmttee, the PURSU T data set supports what | think
about | MPACT, but not vice versa.

CHAlI RPERSON PARKER: | think the operative
word, which summarizes the commttee's view here, by
the way, a view | disagree with, but a view | feel
that | need to sunmari ze accurately --

DOCTOR RCDEN:  But, if we stay | ong enough
you'll be a mgjority, MIlton.

CHAI RPERSON PARKER: -- is that the
operative word here 1is persuasiveness, and not
statistical significance, and that is the two trials
toget her create a persuasive case for a nore confined
indication, nore restricted indication, and not for a
br oadbased i ndication. For a broadbased indication,
given the large population that would therefore be

eligible for treatnment, they would |ike to see either
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a much nore persuasive PURSU T Il in that indication,
or two trials in that indication with the sanme kind of
borderline result.

Wul d that be an accurate sunmary?

DOCTOR HARRI NGTON: | guess that |'m
troubled at two levels. [|I'mtroubled at the clinical
trialist level, and I'm trialed as a practicing
clinical Ievel. As a clinical trialist level, it

seens to ne that the discussion is punishing the
i nvestigators, punishing the sponsor, for doing a
large clinically applicable trial, as opposed to
picking two small sort of pathophysiologic-based
trials and comng with 2.05 answers that would neet
approval, but not necessarily be applicable to
clinical practice.

CHAI RPERSON PARKER: No, no, |'m sorry,
that would really not be accurate. Al the conmmttee
is saying is the broadbased trial, as it 1is
constructed now, 1is sonething that the sponsor
deserves a trenendous anount of credit for, what the
commttee is saying is that based on its own viewits
the first of two steps.

DOCTOR LIPICKY: Well, can | add to what
you just said?

| don't think there's puni shnment associ at ed
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with anything. To ne, at least, fromny perspective,
the problem is that the effect, nmaybe the dose is
still wong, the effect is small, so that you needed
to have a very large patient population to be able to
conme up with the statenent that, in fact, you were
better than placebo, and that although one is willing
to grant that PURSU T found that, that it was not a
trial that would stand alone and get a binary
regul atory judgnment on that basis.

Now, that's either because the patient
population is wong, that is, that isn't what you
ought to try to do to people with unstable angina,
that could be, or that there's sonmething wong with
that treatnent, its effect is too small. Ckay?

Now, from that single trial, you can't
unravel that conplexity. It's not a punishnment to
anything, it's nice he took it on, but the question
is, does it really -- maybe you shouldn't do this to
people with that state. Ckay?

Now, so to not be punishing, in particular,
since you were follow ng the bosses' guidelines, but
the commttee doesn't care about that, okay, that
wasn't -- their judgnent -- they don't even know t hat
-- okay, they were saying, | <can't detect the

treatnent effect here, but | want to be sure that the
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patient population that will receive this treatnment is
a patient population that | feel confortable that wll
really be better than pl acebo.

And, granted that you can pick sone hol es
in their being able to say that in PURSU T |1, okay,
they couldn't say that in PURSU T Il, they'd send you
home again. So, don't take that away from them

But, the broader indication of unstable
angina just can't be supported by that one trial, it
just won't work.

DOCTOR HARRI NGTON:  |'ve agreed with nuch
of what you've said, but | just want to take issue
with two things, and | know that the tine is late
here, the first of which is the coment, Doctor
Li picky, that it's a small effect, and | woul d propose
that to expect anything other than nodest increnental
benefits in a disease where people are treated with
bet a bl ockers, Heparin, Aspirin, ACE inhibitors, lipid
| onering therapy, et cetera, would be unrealistic.

So, | think that these are real effects
t hat are bei ng neasured.

DOCTCR LI PICKY: No, no, no, that wasn't a
di sparaging comment, if it was a big effect you
woul dn't need 11, 000 patients.

DOCTOR HARRI NGTON:  That's right.
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DOCTOR LI PI CKY:  Ckay.
So, it's just the fact that you need to do

large trials neans that it's not a very big treatnent

effect.
DOCTOR HARRI NGTON: But, ny second point --
CHAlI RPERSON PARKER:  The operative word is
not snall, because your points are well taken, the

operative word is persuasive, that deals with the
strength of evidence, not the magnitude of evidence,
which largely deals with whether the p value is at the
| evel of .05 or nore persuasive than that.

DOCTOR HARRI NGTON: And, al ong those |i nes,
to | ook at the persuasiveness, since we seem to be
honing in on the subgroups, |1'd say let's hone in on
the subgroup that we all -- in the context of which we
all practice, and that's the North Anerican data.

The North American data is over 4,000
patients, it's larger by several fold than nost
angioplasty trials that we all see and that we base
our practices upon. In the North Amrerican data, there
is atreatnment effect of a fairly sizeabl e nmagnitude,
bi gger than the 1.5 percent in the group of patients
undergoing intervention, in the group of patients
wi t hout intervention.

And so, in that 4,000 patient subset that
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we all practice in, there's treatnent benefit in both
groups, and | think Mke nicely showed when you only
| ook at the events after angioplasty, in fact, |ooking
at the odds ratio, the point estimtes are al nost
parallel. And, to say that the treatnent benefit is
nmostly in angioplasty, particularly, in the context of
that we are all practicing, where 80 percent of the
patients are going to heart catheterization, where 40
percent of them are undergoing angi oplasty, is just
wWr ong.

DOCTOR LI PI CKY: You have a single
denonstration of that, and that single denonstration
was sonething |ike 43 events.

DOCTOR HARRI NGTON: A small nunber of
events.

DOCTOR LI PI CKY:  Yes.

Now, you don't expect anyone to believe
that that establishes a fact, do you?

DOCTOR HARRI NGTON: If we look at the
overall 4,000, the event rate is about 12-13 percent.

DOCTOR LI PICKY: No, no, just --

DOCTOR HARRI NGTON: The difference of

events.
DOCTOR LI PI CKY: -- just the popul ati on you
tal ked -- the event you are tal king about, that's just
SAG CORP.
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not very persuasive, it won't fly on its own.

DOCTOR HARRI NGTON: But, | woul d argue then
that you step back, you look at the | MPACT Il data, to
confirm that common pat hophysiol ogy of a platelet-
dependent disease state that benefits from the
treatnent.

If anything, | would submt that what
clinicians need is a drug that people cone into the
energency room you don't know the treatnent strategy,
you treat themenpirically --

DOCTOR LI PI CKY:  Coul d be.

DOCTOR HARRI NGTON:  -- up front.

DOCTOR LI PI CKY: Coul d be, but your trial
doesn't establish that.

CHAI RPERSON PARKER:  Bob?

DOCTOR FENICHEL: Yes. | just wanted to
see if this helps in thinking about this, in making an
analogy to a situation which is a pl ausi bl e one, and,
per haps, nenbers of the coomttee will say, yes, this
is what they are doing.

Let us suppose that a sponsor cane forward
with a drug for severe hypertension, and showed in a
relatively small popul ation that they seened to reduce
the incidence of strokes and other ill effects of

severe hypertension, but it was just one study, it was
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sort of borderline significance and so on.

Now, the same sponsor proposes that this is
a drug which is useful for reduci ng events, an outcone
reducing neasure in patients with all degrees of
hypertensi on, down, indeed, to nornmal tension, and so,
a large trial is done because the effect there will be
small, and what's shown is that, yes, it does seemto
be better, but, once again, not that damm nuch better,
despite the fact it's a very big trial, it's a nore
difficult population in whomto show any benefit.

So, what one has is a weak result in the
very large population, a weak result fromthe earlier
trial in the small and easier to study popul ati on, and
now one m ght say, look, it does seemto be true, this
is a good drug for severe hypertension, but the nore
radi cal claimof being a drug of benefit to us all,
even nor not ensi ve people, in reducing the incidence of
bl ood pressure related events, that would be a
difficult claimto nmake, and would certainly not be
given on the basis of the data |'ve just hypothesized.

Is that a fair analogy to the position that
the conmttee has taken?

CHAI RPERSON PARKER: Gee, | don't know.

DOCTOR LI PI CKY: | think it's nore -- |
t hi nk maybe, | nmean, but that's very conplicated, what
SAG CORP.
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is the severe hypertension anal ogy, is that unstable
angi na or angi opl asty?

DOCTOR FENI CHEL: It's angiopl asty.

DOCTOR LI PI CKY: Ckay, so the inplied
clinical nmeaning is not the sane, because angi opl asty
doesn't have the acute coronary syndrone, potenti al
heart attack, norbidity and all that stuff associated
withit, but it mght be worth discussing further, but
| don't know that we have to now.

CHAI RPERSON PARKER: All right.

Let me say that 15.4, which is what should
the | abeling say about concomtant use of Aspirin,
Heparin, ny assunption is that since they were used
this was on top of that, that the labeling would
reflect it was on top of that, I'"'mnot certain there's
anything in particular one needs to say.

DOCTOR LI PI CKY: No, there's nothing
particul ar. You could recomrend this is what was
used, but nobody knows whet her you shoul d.

CHAlI RPERSON PARKER: All right.

| think we've covered all of the questions,
and we are adj our ned.

(Wher eupon, the neeting was concl uded at

4:02 p.m)
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